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EXPERIMENTAL PATHOLOGY 


1. The Reaction of Reticulohistiocytic Cells to Silica. 
An Electron-microscopical Study of Fibril Formation 
in Experimental Silicotic Granuloma. (Les réactions 
des cellules réticulo-histiocytaires vis-a-vis de la silice. 
Etude, au microscope électronique, de la fibrillogénése 
dans le granulome silicotique expérimental) 

A. PoLticarD, A. COLLET, and L. GILTAIRE-RALYTE. 
Revue d’hématologie (Rev. Hémat.] 10, 3- 18, 1955. 
12 figs., 14 refs. 


In experiments carried out at the Research Centre of 
the French Coal-mining Industry, Verneuil-sur-Oise, 
Paris, the authors injected quartz dust intraperitoneally 
into rats and studied the development of the resulting 
granulomata day by day. The particles of quartz first 
became flocculated and deposited on the omentum and 
produced an inflammatory reaction. Histiocytes ap- 
peared within a few hours, and by the 4th day had 
changed into fibroblasts and begun to produce reticulin 
‘fibres. By the 30th day a typical collagenous fibrotic 
nodule had formed. At first both granulocytes and 
histiocytes appeared to be killed by the quartz, but later, 
around the necrotic centre, the cells appeared to take up 
quartz without suffering any obvious injury. The 
authors suggest that there may be a progressive diminu- 
tion in the toxicity of the quartz particles, possibly due 
to the removal of a soluble superficial layer or to their 
envelopment by a layer of protein. 

The submicroscopic development of reticulin fibrils 
after the injection of colloidal silica was studied by 
electron micrography. The first reticulin fibrils had a 
diameter of 100 to 200 A, and were without striation. 
Some fibrils were intracellular, whereas others appeared 
to lie on, or just outside, the cell membrane. Later the 
fibrils were grouped into bundles outside the cells. Some 
of the fibrils appeared to have a double boundary layer 
which, the authors suggest, may be due to the separate 
elaboration of mucopolysaccharides. C. M. Fletcher 


2. Considerations for the Selection of Chemicals for 


Carcinogenic Screening 
W. C. Hueper. Archives of Industrial Health [Arch. 
industr. Hith] 11, 494-504, June, 1955. Bibliography 


The large number and the diverse character and pro- 
perties of existing chemical substances require that by 
some method of selection only those which are suspected, 
for some reason, of being carcinogenic should be sub- 
jected to screening procedures. In this paper from the 
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National Cancer Institute, Bethesda, Maryland, the 
author suggests that careful consideration of the following 
factors, “* reflecting three different principles ’’, may be 
of value in this process of selection: (1) the chemical 
and physical similarity of the substance to known 
carcinogens; (2) its biological similarity to known car- 
cinogens; and (3) its relative significance as a possible 
cancer hazard. He states that from the public health 
point of view the relative significance of a chemical as a 
potential carcinogen depends on the number of indi- 
viduals exposed to it, and suggests that the order of 
priority in screening should be: (1) chemicals with which 
large numbers of the general population come into 
contact, such as chemical additives and contaminants of 
foodstuffs, household cleaning materials, including 
detergents, polishes, and paints, and wrapping and 
packaging materials for foodstuffs; (2) chemicals used 
in an industry in which large numbers of workers are 
employed and are therefore contacts; and (3) medicinal 
agents dispensed only on prescription and chemicals used 
in an industry in which there are relatively few occupa- 
tional contacts. It is emphasized that the results of 
animal experiments cannot be accepted unreservedly as 
applicable to man because of the well-established fact 
of the species specificity of many carcinogens. 

In an appendix the chemical formulae, with a brief 
note on the carcinogenic activity, of some 54 organic 
and 6 inorganic chemical carcinogens are given. 

[This is a most useful paper with a full bibliography.] 

M. A. Dobbin Crawford 


3. Studies of Leukopoiesis. The Technique of Leuko- 
pheresis and the Response of Myeloid Tissue in Normal 
and Irradiated Dogs 

C. G. Crappock, W. S. Apams, S. Perry, W. A. Skooa, 
and J. S. Lawrence. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 45, 881-905, June, 1955. 


17 figs., 24 refs. 


The authors report the results of experiments tied 
out at the University of California Medical Center, Los 
Angeles, and designed to study the capacity of the 
marrow of normal and irradiated dogs to supply mye- 
loid leucocytes to the peripheral blood in response to 


the rapid removal of these elements. The irradiated 


dogs were exposed to whole-body LDso x-irradiation— 
about 250 r; full technical details are given. The 
femoral artery and vein were cannulated, and measured 


volumes of blood were repeatedly withdrawn, centri- 


fuged, and the buffy coat removed en masse, the erythro- 
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cytes being then resuspended in the plasma and re- 
administered—a process which the authors term “ leuko- 
pheresis”’. Dextran was used in some cases to separate 
the leucocytes, but on readministration of the blood its 
presence sometimes caused changes in blood volume 
and anaphylactoid symptoms, making its use un- 
satisfactory. 

In 15 of the 17 normal dogs a leucopenia was produced 
by leucopheresis performed at the rate of 1-5 blood 
volumes or more per hour for 3 hours; slower rates did 
not always cause marked leucopenia. After a lag phase 
of 30 to 90 minutes a rapid rise in the leucocyte count, 
with a slight shift to the left, began and continued for 
6 or 7 hours, the number of leucocytes originally cir- 
culating in the peripheral blood being completely 
restored in just over 2 hours. The 3 irradiated dogs 
reacted similarly, except that the greatest degree of 
leucopenia was reached within 30 minutes irrespective of 
differences in the rate of leucopheresis, and the lag 
phase was longer. 

In 9 normal and 3 irradiated dogs subjected to leuco- 
pheresis on 3 consecutive days an increasingly rapid 
rate of replacement of the leucocytes, with diminution 
or disappearance of the lag phase, was observed in the 
normal dogs, but in the irradiated animals the replace- 
ment rate became progressively slower and finally the 
animal was unable to respond with a leucocytosis as its 
stores of leucocytes became depleted. No consistent 
change in appearance of the myeloid cells was observed 
in the marrow of the normal dogs during the 3 days of 
leucopheresis, but thereafter immaturity of the myeloid 
series became progressively more marked, reaching a 
maximum on the 4th or 5th day. 

The ability to develop a leucocytosis appears to require 
an adequate store of leucocytes which can be rapidly 
released into the circulation. Its maintenance demands 
an acceleration of the production of myeloid cells, with 
an increased output of leucocytes. The evidence  sug- 
gests that the reserves of leucocytes in the marrow are 
quite large. A. Ackroyd 


4. The Dynamics of Platelet Production as Studied by 
a Depletion Technique in Normal and Irradiated Dogs 
Cc. G. Crappock, W. S. Apams, S. Perry, and J. S. 
LAwRENCE. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 45, 906-919, June, 1955. 5 figs., 
26 refs. 


By means of the procedure of “‘leucopheresis”’ [see 
Abstract 3] the platelets were removed almost quanti- 
tatively from the peripheral blood of normal and irra- 
diated dogs and a thrombocytopenia was produced. The 
degree of thrombocytopenia occurring was found to 
depend on the total amount of blood cleared, and was 
not affected by the speed of the clearance. The resulting 
thrombocytopenia persisted, after a brief and limited 
remission, for 3 or 4 days, being followed thereafter in the 
normal dogs by a progressive thrombocytosis; but in the 
irradiated dogs the thrombocytopenia persisted. 

Megakaryocytes in the marrow of the normal dogs 
became increasingly plentiful but increasingly immature 
in appearance during the early phases of the thrombo- 


cytopenia, but little or no platelet production could be 
seen, as judged by the number of platelets in or around 
these immature megakaryocytes. The blood clotting 


. time was not affected, except in animals given dextran, 


Repeated platelet depletion on 3 successive days did not 
alter the response. Purpura was not observed in any of 
the animals. 

The possible relation of the dynamics of thrombo- 
cytopoiesis as observed in these animals to various 
clinical conditions is discussed. A. Ackroyd 


CHEMICAL PATHOLOGY 


5. A Single Aspiration Caffeine Gastric Analysis in 
Duodenal Ulcer and Control Patients 


A. LitrMaANn, B. W. Fox, E. M. KAMMERLING, and 
N. I. Fox. Gastroenterology [Gastroenterology] 28, 953- 
963, June, 1955. 4 figs., 12 refs. 


A simplified caffeine-induced gastric secretion test for 
the diagnosis of duodenal ulcer is described in this paper 
from the University of Illinois College of Medicine, 
Chicago. The patient fasts overnight, and the follow- 
ing morning is given 0-5 g. of caffeine and sodium 
benzoate mixed in 200 ml. of water; 90 minutes later 
the gastric contents are withdrawn as completely as 
possible through an Ewald tube and titrated for free and 
total acid with standard alkali. The test was performed 
on 130 patients, in 48 of whom there was definite clinical 
and radiological evidence of duodenal ulcer; the remain- 
ing 82, who served as controls, included 25 with functional 
dyspepsia, 27 with irritable colon, 7 with organic colon 
disease, 10 with disease of the gall-bladder, 6 with 
anxiety states, and 7 with miscellaneous organic diseases 
not involving the stomach. 

In all except one of the patients with ulcer the free 
acid concentration was 25 mEq. per litre or higher, and 
in 67 of the 82 control patients it was below this level. 
The total acid concentration followed a similar pattern: 
in only 2 of the patients with ulcer was it less than 
40 mEq. per litre, whereas in only 19 controls was it 
above that level. The volume of the gastric contents 
was also estimated and the total acid output expressed 
as a product of the total acid concentration and volume. 
When this value was computed in the two groups of 
patients a considerable overlap inthe results was observed. 
When a free acid concentration of 25 mEq. per litre was 
taken as the dividing line from ‘“ normal” a false 
negative response of less than this was obtained in only 
one of the patients with ulcer, but a false positive response 
of more than 25 mEq. per litre was noted in 15 con- 
trols, only 2 of whom had organic disease affecting 
the gastro-intestinal tract. The implications of these 
false positive results are discussed, the authors sug- 


gesting that they may have been due to previous duodenal 


ulcer or to the presence of an undiagnosed or atypical 
ulcer at the time of examination, or may “ predict the 
development of ulcer”. They conclude that the single- 
aspiration caffeine test gives results which are comparable 
with those obtained with the more complicated fractional 
test meals. M. J. H. Smith 
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be § 6 Estimation of Blood-oxygen Saturation. A New 
ind (uvette 

ing ¢ P. HANprorTH. Lancet [Lancet] 1, 1252-1253, 
an, June 18, 1955. 4 figs., 4 refs. 

a The author describes, from St. Thomas’s Hospital 


Medical School, London, a micro method for the 
estimation of blood oxygen saturation which is based on 
the measurement of the optical density of blood samples. 
The apparatus comprises a source of light, a cuvette to 
hold the blood, a red filter, and a photo-electric cell. 
The new cuvette here described, which can be used in 
the Evans portable photo-electric colorimeter, has a 
capacity of 0-2 ml. and consists of 0-5-mm. bore “ poly- 
thene *’ tubing wound round a “ perspex” tube. In 
order to occlude the light which has not passed through 
the lumen of the tubing, black silk is wound between 
adjacent turns of the outer tubing and the projecting 
ends of the central tube are painted black. The light 
source is an ophthalmoscope bulb inside the tube. 
To calibrate the apparatus the tubing is filled with 
isotonic saline and a galvanometer with a logarithmic 
scale, which is connected in series with the photo- 
electric cell, is set at infinity with the light off and at 
zro with the light on. Blood of known haemoglobin 
content is then substituted and the readings for various 
serial dilutions are plotted against the haemoglobin 


| @S § values. This should be done with both fully oxy- 
and § genated blood and blood fully reduced with sodium 
pee hydrosulphite. 


To determine the percentage oxygen saturation of an 
unknown sample of blood its optical density is read on 


onal § the apparatus and the sample is then fully oxygenated 
lon § and the density re-read. Since for blood of any given 
= total haemoglobiri content the difference between its 


optical density when totally reduced and totally oxy- 
genated is a constant, it is not necessary to reduce each 
sample of blood, and thus only two readings of optical 
density are required. The estimations are unaffected by 
the presence of bile-pigments or plasma lipids. When 


em: § the results obtained with this apparatus are compared 
han § with those obtained by the manometric method of Van 
is be Slyke and Neil the relationship is shown to be linear, 
en 


but there is a systematic error (up to 14%) which is a 
function of the quantity of sodium hyposulphite used to 
obtain total reduction; the readings must therefore be 
corrected. 
It is claimed that the method is both simple and 
teliable, and that only 0-5 ml. of blood is required. 

D. Goldman 


1, Estimation of Urinary Reducing Corticosteroids with 
Blue Tetrazolium 

H. SutkowitcH, A. M. RuTENBURG, M. F. LEssEs, 
§. GARGILL, and A. M. SELIGMAN. New England Journal 


a of Medicine [New Engl. J. Med.] 252, 1070-1075, June 23, 
sical | 1955. 2 figs., 22 refs. 

- the This paper from Beth Israel Hospital (Harvard 
ngle- § Medical School), Boston, describes a new method for 
able § determining the urinary content of corticosteroids. 


Several procedures for estimating reducing groups with 
blue tetrazolium have been reported, and the present 
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authors have successfully used this reagent for measuring 
the reducing properties of the «-ketol side-chain of the 
corticosteroids; some slight modifications to improve 
the sensitivity of the reaction were required. The results 
obtained with this method are stated to compare favour- 
ably with those obtained by the method of Talbot 
(J. Biol. Chem., 1945, 160, 535), which is the most - 
reliable procedure but has been found to be too com- 
plex for general use. 

Their method is as follows. A 50-ml. aliquot of a — 
24-hour sample of urine is hydrolysed by incubating over- 
night at 50° to 55° C. with B-glucuronidase (7,500 Fish- 
man units) at pH 4-8. After acidification to pH 1 the 
hydrolysed urine is saturated with sodium sulphate and 
extracted three times with 30 ml. of methylene chloride. 
Emulsification is broken down by centrifugation. The 
combined methylene chloride extracts are washed with 
0-1 N sodium hydroxide, and aliquots of the washed 
extract are taken and evaporated to dryness for the 
colorimetric assay, which is performed as follows. The 
dry urine extract is dissolved in 0-2ml. of diethylene glycol 
dimethyl ether, to which are then added 1 ml. of blue 
tetrazolium solution (0-037%) and 1 ml. of 2:25 N sodium 
hydroxide. ‘After careful mixing the tube is placed in a 
glycerol bath at 100° C. for 15 minutes and-then cooled 
in ice-water. Lastly, 1 ml. of 2:25 N sodium hydroxide 
and 10 ml. of ethyl acetate are added and the tube is 
shaken thoroughly and centrifuged to clarify. The 
colour density of the ethyl acetate layer is measured 
through a 560-my filter with a Klett colorimeter and 
read by comparison with a calibration curve made with 
cortisone. 

Tables and graphs are presented showing the urinary 
output of corticosteroids in normal male and female 
subjects, and of patients with hypo- and hyper- 
adrenalism, as determined by this simple method. 

Nancy Gough 


HAEMATOLOGY 


8. Use of Isotope-labelled Red Cells to Demonstrate 
Incompatibility in vivo 

P. L. MOLLISON and M. CursusH. Lancet [Lancet] 
1, 1290-1295, June 25, 1955. 7 figs., 16 refs. 


Tests for blood-group incompatibility made in vitro 
may be difficult to interpret and there is real need for a 
quick and safe biological test, which would, moreover, 
be useful in the study of the clinical significance of the 
many blood-group antibodies found in vivo. Such a 
test is here described by the authors from the Blood 
Transfusion Research Unit, Postgraduate Medical School 
of London. 

Using only 1 ml. of the patient’s own erythrocytes 
labelled with radioactive chromium (5!Cr) or phosphorus 
(32P) the authors studied the erythrocyte survival in 9 
patients with various antibodies. It is pointed out that 


when survival is to be studied for only an hour or 
so 32P is suitable for labelling the cells, but when the 
study is to last for days or weeks then 5!Cr must be used. 

It was found that the elimination of labelled incom- 
patible cells followed two main patterns: (1) 50 to 100% 
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of the cells were destroyed within 10 minutes, and (2) 
destruction of the cells took place at a slower and steady 
rate with a half-period of 20 to 30 minutes. Patients 
showing the first pattern were those whose serum con- 
tained anti-Fy*, anti-Le*, or anti-P, whereas those show- 
ing the second pattern had the immune antibodies 
. anti-Rh or anti-Kell. In all patients in the first group 
. incompatibility was also demonstrable in vitro by the 
indirect antiglobulin test providing certain modifications 
were made, such as adding complement, incubating with 
fresh serum, or selecting a reagent possessing anti-beta- 
globulin as well as anti-gamma-globulin activity. Full 
details of. the haematological findings in the 9 patients 
are given. I. Dunsford 


9. A “* New ”’ Family Group Antigen and Antibody (By) 
of Rare Occurrence 

R. T. Smmons and S. O. M. Were. Medical Journal 
of Australia [Med. J. Aust.] 2, 55-58, July 9, 1955. 
1 fig., 22 refs. 


10. I. Persistently High Erythrocyte Sedimentation Rate. 
Diagnostic and Prognostic Aspects. II. Persistently Ele- 
vated Erythrocyte Sedimentation Rate with Good Prog- 
nosis. [In English] 

A. LILsEsTRAND and B. OLHAGEN. Acta medica Scandi- 
navica [Acta med. scand.j 151, 425-439 and 441-449, 
June 18, 1955. 5 figs., 30 refs. 


The case records of patients attending the out-patient 
medical clinic of Karolinska Sjukhuset, Stockholm, 
during the year 1941 were analysed with special reference 
to the incidence of unexplained elevation of the erythro- 
cyte sedimentation rate (E.S.R.). In addition all cases 
in which there was a raised E.S.R. or hyperglobulinaemia 
of uncertain origin seen during the period 1941-50 were 
reviewed. 

The over-all frequency of such cases was low. Only 
about 0-3% of the out-patients seen during 1941 showed 
even a transitory unexplained rise in E.S.R. and in 
most cases this could be attributed to various infections. 
The very small number of cases of cancer presenting as 
a vague illness with a high E.S.R. is stressed. The authors 
consider that electrophoretic analysis of the serum pro- 
teins is of diagnostic value. Although malignant 
tumours do not produce any specific serum protein 
pattern, a rise in the «-globulin and fibrinogen values is 
suggestive. A raised y-globulin value on the other hand 
is more suggestive of hepatic cirrhosis, collagen disease, 
or myeloma. 

_ Among 790 out-patients (out of a total of 9,140 seen 
in 1941) in whom the E.S.R. was shown to be raised, 
only 32 had insufficient signs and symptoms to make 
a diagnosis possible at the first attendance. Of these, 
9 were subsequently found to have a permanently 
raised E.S.R. which, over a period of observation of 
9 to 13 years, was unassociated with any manifestation 
of disease. This figure of 9 was brought to a total of 
37 after analysis of in-patient and out-patient records 
for the period 1941-50. In all but 2 of these cases follow- 
up investigations were carried out. These showed that 
in 14 of the 35 cases the raised E.S.R. could be definitely 


or probably attributed to disease. In the remaining 2) 
the benign nature of the elevated E.S.R. was supported 
by the results of clinical and laboratory investigations N 
carried out over periods ranging from 3 to 20 years, 
All but one of these patients were females. Electro. 
phoretic studies of the plasma protein patterns showed 
that four main types of plasma protein disturbance 
were distinguishable: (1) serum hypergammaglobulin- 
aemia (9 cases); (2) increased plasma f-globulin and 
fibrinogen values (5 cases); (3) increased plasma fibrino- 
gen value (5 cases); and (4) the presence of abnormal 
protein components (2 cases). A. Brown 


11. Electron Studies of Sectioned White 
Blood Cells and Platelets. With Observations on the 
Derivation of Specific Granules from Mitochondria 

J. F. RINEHART. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 25, 605-619, June, 1955. 12 figs., 
15 refs. 


Certain details of the fine structure of leucocytes and 
platelets as revealed by the electron microscope, especially 
the granules, mitochondria, and Golgi apparatus, are 
described in this paper from the University of California, 
Los Angeles. It is suggested that since the granules in 
the cytoplasm of the several types of leucocyte parallel 
in size their mitochondria they are probably derived 
from them. The author draws attention to the remark- 
able way in which platelets clump together when they 
agglutinate. 

The paper contains reproductions of a number of 
micrographs (magnification 10,000 to 25,000). 

J. B. Wilson 


12. Sequential Electron Micrography of Sickling 

J. W. Resuck, R. M. Sturrock, and R. W. Monro. 
Laboratory Investigation [Lab. Invest.] 4, 175-189, May- 
June, 1955. 28 figs., 27 refs. 


In this electron-micrographic study of the sickling 
phenomenon, reported from the Henry Ford Hospital, 14 
Detroit, blood from 2 patients with sickle-cell anaemia 
and 4 with the sickle-cell trait was drawn, heparinized, 


covered with liquid paraffin, and allowed to stand at 4 
room temperature. Samples were taken at once and x 
at various intervals thereafter and the erythrocytes fixed§ 4 
in formalin-saline solution. Preparations for viewing fou 
in the electron microscope were made from these fixed§ The 
samples. A series of excellent reproductions of electron Pat 
micrographs shows the development of the sickling§ 
phenomenon from 0 to 90 hours after withdrawal off dis 
the blood. the 

The observations confirm previous ideas on the cause® ™@ 
of sickling; the erythrocytes become sickle-shaped, say phy 
the authors, “‘ because of the distortion curvature im- che 


pressed upon otherwise fusiform haemoglobin tactoids by 
the forces inherent within the still intact portions of the 
surface ultrastructures.”” Erythrocytes from the patients 
with the sickle-cell trait showed less spiculation or angula- 
tion of the eccentric massed haemoglobin aggregates in 
the early phases, and inconspicuous polar filamentation 
in the completely sickled trait-cells. 

M. C. G. Israéls 
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MORBID ANATOMY AND CYTOLOGY 


3.. Signs of Myositis in Myasthenia Gravis and in 
Myopathy Clinically Resembling Progressive Muscular 
Dystrophy. [In English] 

J. P. STORTEBECKER. Acta medica Scandinavica [Acta 
med. scand.| 151, 451-464, June 18, 1955. 10 figs., 
bibliography. 

The histological appearances of muscle biopsy speci- 
mens from 13 cases of myasthenia gravis, 36 cases of 
hereditary myopathy, and 8 cases of myopathy clinically 
resembling progressive muscular dystrophy but without 
demonstrable heredity are described in this paper from 
Serafimerlasarettet, Stockholm. In the cases of heredi- 
tary myopathy the usual histological changes were 
observed—namely, great variation in fibre size, proli- 
feration of connective tissue, infiltration with fat cells, 
and increased numbers of sarcolemmal and central 
nuclei. Perivascular round-celled infiltration was absent. 
On the other hand, in most of the cases of myasthenia 
gravis and of myopathy clinically resembling dystrophy 
perivascular round-celled infiltration and signs of 
“myositis” were found. The author states that the 
histological changes often regarded as characteristic of 
myopathy can be observed not only in myasthenia gravis, 
but also in dermatomyositis; but he accepts that all 
these conditions can be differentiated histologically from 
neurogenic muscular atrophy. 

The inflammatory nature of the histological changes 
in myasthenia gravis and non-hereditary myopathy was 
confirmed by the finding of a raised antistaphylolysin 
titre in “‘ 57% of the cases, an augmented antistreptolysin 
titre in 40%, and a raised Coli agglutination titre in more 
than 60%”. [The results of serological determinations 
in cases of hereditary myopathy are not given.] 

Hi. A. Sissons 


14. Pathology of Cerebral Palsy. I. Developmental 
Defects of the Brain as a Cause of Cerebral Palsy 
A.Towsin. Archives of Pathology (Arch. Path. (Chicago) 
59, 397-411, April, 1955. 13 figs., bibliography. 


Aetiological factors, if known, provide the most secure 
foundation on which to base the classification of a disease. 
The classification of cerebral palsy according to its 
pathology has been hampered by the relatively small 
number of necropsies performed on patients with this 
disorder and the consequent lack of studies correlating 
the clinical with the pathological findings. The author 
makes the interesting statement that cases with only mild 
Physical signs may show only inconclusive pathological 
chdnges. He then goes on to describe a post-mortem 
Study carried out on 23 cases at Ohio State University 
College of Medicine, Columbus, in which there were 
gross signs and severe brain damage. The cases could 
be divided into three main pathological types: (1) those 
With developmental abnormalities, either genetic or 
induced early in foetal life, causing arrest of growth or 


differentiation of brain tissue; (2) those with encephalo- 


clastic conditions due to systemic causes such as anoxia 
or erythroblastosis; and (3) those with local brain lesions 


resulting mainly from cerebral infarction or mechanical 


injury. 

In this first of two papers brief pathological reports 
of 6 cases belonging to the first category are presented. 
The many possible noxious agents which may act upon 
the embryo are reviewed briefly. In 5 of the 6 cases 
there was spastic diplegia or quadriplegia, with micro- 
cephaly and mental deficiency; the ages of the patients 
at death ranged from 10 months to 37 years. The sixth 
case was that of a mongolian idiot with spastic diplegia 
and complete incoordination. 

[The description of the pathological findings is virtually 
limited to abnormalities of the gyri and cortical layers.] 

J. Foley 


15. Pathology of Cerebral Palsy. II. Cerebral Palsy 
due to Encephaloclastic Processes 


A.Towsin. Archives of Pathology {Arch. Path. (Chicago)] 


59, 529-552, May, 1955. 34 figs., 48 refs. 


In this second paper [see Abstract 14] the author 
deals with cerebral palsy due to encephaloclastic processes 
caused by anoxia, erythroblastosis, and mechanical 
injury during delivery, and also discusses spasticity 
associated with hydrocephalus. Reviewing the litera- 
ture stressing the importance of cerebral anoxia as a 
factor in cerebral palsy, he points out that obvious 


_damage to the brain may be apparent only after an 


interval of weeks, and that if the infant dies immediately 


after birth the changes may be minimal. The site and 


extent of the damage seems to depend on whether the 
anoxia develops suddenly or gradually: in the former 
case the cortex is most affected, and in the latter the 


‘basal ganglia. Damage during foetal life tends to pro- 


duce a simple cystic degeneration without much gliosis, 
but if it occurs later there is more gliosis. 

The findings in 17 cases are reported. In the first 6 
the history and pathological changes were regarded as 
being compatible with intranatal anoxia; of these, 5 had 
varying degrees of microcephaly and ‘spastic quadri- 
plegia, while the sixth patient was a mentally defective 
hemiplegic. [In 4 of the 6 cases no details of an aliegedly 
difficult delivery are given, and it is assumed that, for 
instance, prolonged cyanosis is an expression of intra- 
natal rather than of prenatal brain damage. In one of 
the cases with quadriplegia the only lesion described is an 
area of cystic degeneration in one frontal lobe; while in 
the hemiplegic case in a 51-year-old woman the unilateral 
cribriform appearance of the basal ganglia is attributed 
to a reported birth injury, of which, however, no details 
were available at that late date.] As an example of 
mechanical injury at birth the author presents a case of 
rupture of the corpus callosum. The relationship of 
prematurity to cerebral palsy is also discussed. The 
remainder of the paper is devoted to the cerebral appear- 
ances in 2 cases of icterus gravis, one of embolism and 
one of occlusion of the middle cerebral artery, and 6 
cases of hydrocephalus with varying degrees of brain 
destruction and spastic quadriplegia. 

{In the description of the last group of cases no clear 
distinction is drawn between obstructive and non- 
obstructive hydrocephalus. Altogether, one is left with 
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the impression that the description of grossly damaged 
brains will add little to our knowledge of cerebral palsy, 
and that more detailed examination of well-documented 
examples of mild cerebral palsy may prove more instruc- 
tive, although admittedly more time-consuming.] 

J. Foley 


16. Kernicterus, Hypoxemia. Significant Pathogenic 
Factor 


L. S. MertwerHer, H. HAGerR, and W. ScHOLz. 
Archives of Neurology and Psychiatry {Arch. Neurol. 
Psychiat. (Chicago)| 73, 293-301, March, 1955. 9 figs., 
42refs. - 

The authors describe the macroscopic and microscopic 
appearances in the brain of 2 patients who had survived 
the acute stage of icterus gravis neonatorum but had 
persistent neurological symptoms until their death from 
intercurrent disease at 34 weeks and 54 months respec- 
tively. In both cases symmetrical loss of nerve cells and 
glial formation was found in the globus pallidus, corpus 
Luysi, and the dorsal part of the dentate nucleus. 
Evidence of destruction was also present in the putamen, 
thalamus, mammillary bodies, and cornu ammonis. 

They do not agree with the widely held view that these 
lesions of kernicterus are caused by the direct action of 
bilirubin. They incline to the view that hypoxaemia due 
to haemolytic anaemia is the more likely cause in view 


of certain fundamental similarities between the changes . 


found in kernicterus and those in cases of known hypox- 
aemia from other causes. - John Murray 


17. A Histochemical Comparison of Primary Thyroid 
Hyperplasia and Adenomatous Goiter 


H. L. Hatey, G. M. Dews, and S. C. Sommers. Archives 


of Pathology (Arch. Path. (Chicago)] 59, 635-640, June, 
1955. 6 figs., 19 refs. 


The authors, working at the New England Deaconess 
Hospital, the Peter Bent Brigham Hospital, and the 
Massachusetts Memorial Hospital, Boston, have 
attempted by means of a small number of histochemical 
tests to distinguish primary thyroid hyperplasia from 
adenomatous (non-toxic) goitre. The material consisted 
of thyroid tissue showing hyperplasia© which had 
been removed from 12 patients who had previously been 
treated with propylthiouracil and iodine, thyroid tissue 
from 18 patients with adenomatous goitre, and tissue 
obtained at necropsy from 8 patients without evidence 
of thyroid disease. 

[The results are rather confusingly presented, but may 
be summarized as follows.] In healthy thyroid tissue 
the follicular-cell cytoplasm contains ribonucleic acid, as 
shown by diffuse pyronophilia abolished by ribonuclease. 
Pyronophil, ribonuclease-resistant granules may be 
‘present in flat or cuboidal cells. Occasional follicles 
contain ribonucleic acid. Colloid and also the follicular 
borders of cuboidal or columnar cells are deeply coloured 
by periodic-acid—Schiff (P.A.S.) staining; normal folli- 
cular cells are coloured slightly by the benzidine stain 
for peroxidase. Gland vascularity is well demonstrated 
by Gomori’s stain for alkaline phosphatase, which is 
abundant in blood-vessel walls. 
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In hyperthyroidism there is an increase in cytoplasmic 
and intrafollicular ribonucleic acid and in cytoplasmic 


. peroxidase, while there is a decrease in ribonuclease- 


resistant pyronophil granules and in P.A.S.-staining of 
colloid. Gland vascularity is markedly increased, In 
adenomatous goitre there is a decrease in cytoplasmic 
ribonucleic acid and peroxidase and an increase in 
ribonuclease-resistant pyronophil granules and in P.A.S.- 
staining of colloid. Adenomatous goitre ‘“ charac- 
teristically was quite avascular, as shown with the stain 
for alkaline phosphatase ”’. 

Staining for protein-bound sulphhydryl, acid phos- 
phatase, and potassium gave no useful information. 

The authors conclude that the histochemical differences 
between thyroid hyperplasia and adenomatous goitre are 
the result of differences in gland metabolism, and that it 
is possible to recognize primary thyroid hyperplasia by 
means of histochemical reactions alone. 

M. C. Berenbaum 


18. Brunner-type Glands in Regional Enteritis 
C. A. and H. TesLuk. Gastroenterology [Gastro- 
enterology] 28, 810-820, May, 1955. 4 figs., 11 refs. 


In 1951 Liber (Arch. Path., 51,205; Abstracts of World 
Medicine, 1951, 10, 145) reported the finding of glands 
resembling those of the pylorus and duodenum in the 
ileal mucosa in cases of regional enteritis. In the present 
study, carried out at the Henry Ford Hospital, Detroit, 
the authors re-examined the records and pathological 
specimens of all cases of regional enteritis operated on 
between 1934 and 1951. 

Glands of the Brunner type, the finding of which in 
routine sections stained with haematoxylin and eosin 
was confirmed in sections stained by an indulin—muci- 
carmine method, were observed in 16 of 34 surgically- 
resected specimens of the ileum from these patients. 
The cause of the glandular phenomenon is unknown, but 
it may, it is suggested, be a metaplastic response to inflam- 
mation. The phenomenon was also encountered in 
one case of tuberculous ileitis. The microscopic appear- 
ance of the glands is described, and illustrated in a 
number of photomicrographs. Discussing the prog- 
nostic significance of the presence of these aberrant 
glands, the authors report that follow-up studies showed 
that there was a recurrence of the ileitis in 8 (67%) of 
12 cases of regional ileitis with the Brunner-type glands, 
but no recurrence in 18 cases without this formation. 

A. Wynn Williams 


19. Focal Myocytolysis of the Heart 

M. J. SCHLESINGER and L. REINER. American Journal 
of Pathology [Amer. J. Path.| 31, 443-459, May-June, 
1955. 14 figs., 20 refs. 


Focal myocytolysis of the heart has been described 
under various designations, such as acute miliary infarc- 
tion, focal necrotizing myocarditis without interstitial 
infiltration, and sarcolytic myocardosis. A study of 
this miliary lesion of the myocardium carried out at 


‘Harvard Medical School, Boston, showed that the 


essential morphological characteristics of the lesion of 
focal myocytolysis are: (1) disappearance of the myo- 
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cardial syncitium in foci usually not ‘india 1,500 

in diameter; (2) absence of reactive exudation of poly- 
leucocytes; (3) survival of the original 
cardiac stroma; (4) the presence of mononuclear cells 
Jaden with a finely granular, light brown pigment; 
(5) centrifugal spread; and (6) scarring of the focus by 
stromal collapse. There is no regenerative activity of 
the myocardial syncitium. These findings are compared 
with those in myocardial infarction. 

Although focal myocytolysis is frequently associated 
with cardiac infarction, it has also been found as the 
predominant or incidental lesion in non-coronary diseases 
in man—for example, in intractable congestive gardiac 
failure and Fiedler’s myocarditis, and also in scleroderma, 
uraemia, pregnancy and the puerperium, and therapeutic 
insulin shock. It has been produced experimentally in 
cats, rabbits, and rats. In a post-mortem study focal 
myocytolysis was found in 101 (17-7%) of 571 hearts 
which were subjected to a detailed microscopical study, 
and it is of interest to note that in 5 of these cases there 
was no evidence of fibrosis or infarction. The condition 
occurred more often in the left ventricle than in the right. 
It is suggested that the common denominator underlying 
these identical morphological changes in such a variety 
of conditions resides in the production of a metabolic 
imbalance in the heart; in this term the authors include 
abnormalities of tissue anabolism and catabolism such 
as may result from ischaemia, heart failure, cardiac 
dilatation, and nutritional disturbances. [The paper is 
illustrated with many excellent photomicrographs of the 
myocardium. ]} A. W. H. Foxell 


20. The Pathology of Sickle-cell Disease in West 
Africa 

G. M. Epincton. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.} 49, 253-267, May, 1955. Bibliography. 


The autopsy records in the Medical Research Institute, 
Accra, have been examined. In 2,880 autopsies the 
sickling phenomenon was considered to be a factor in 


_ the cause of death of 104 subjects (3-6%%). The incidence 


of the trait in 293 necropsies was 21%. Blocks of tissues 
were available in 40 autopsies and the pathology seen in 
these autopsies has been described. Classical sickle-cell 
anaemia occurred, but in the majority of the autopsies 


_the spleen was enlarged and congested. The pathological 


lesions seen were of two types. In the first instance 
signs of haemolysis might be marked and were most 
severe in those subjects in which the small siderofibrotic 
spleen of sickle-cell anaemia was seen, or they might be 
minimal or absent even in the presence of erythrophago- 
cytosis. Secondly, blockage of the smaller vessels by 
sickled erythrocytes occurred and was responsible for a 
wide range of pathological lesions. 

Thirteen pregnant women died suddenly in the last 
three months of pregnancy: at autopsy the spleen was 
enlarged and congested, the remaining organs, with the 
exception of the liver, exhibiting gross pallor. Five 
babies born of these mothers did not exhibit the sickle- 
cell trait, proving that the mothers were not homozygous 
sicklers. In addition electrophoretic analysis of the 


blood in one of these women reveaied the presence of 
the trait only; one other pregnant woman, suffering 
from sickle-cell haemoglobin C disease, died suddenly 
in crisis but no necropsy was obtained. The occurrence 
of the sickle-cell crisis in individuals heterozygous for the 
trait will most probably be explained by the presence of 
an additional abnormal haemoglobin or, less likely, by 
the presence of a relatively high percentage of sickle-cell 
haemoglobin in the erythron, the crisis being precipitated 
by conditions or infections inducing anoxaemia. The 
term sickle-cell disease has been employed to describe all 
autopsies in which the sickling phenomenon has been 
implicated in the cause of death and in which a charac- 
teristic pathology has been seen.—[Author’s summary.] 


21. The Kidney in Lupus Erythematosus’ - 
J. F. Smrrx. Journal of Pathology and Bacteriology 
[J. Path. Bact.| 70, 41-51, 1955. 8 figs., 20 refs. 


The renal changes in 10 cases of disseminated lupus 
erythematosus (D.L.E.) and 2 cases of chronic discoid 
lupus erythematosus with general manifestations in the 
terminal illness were studied at the London Hospital. 
The most important histological change was considered 
to be the presence of Feulgen-positive, haematoxyphil 
bodies, and of an eosinophil, hyaline substance giving 
positive reactions for a basic protein to White’s aniline 
blue-orange G stain, for arginine to Sakaguchi’s test, 
and to the periodic-acid—Schiff test. 

“* Focal necrosis ’’ involved part of the glomerular tuft 
in 7 cases. These areas showed a background of hyaline 
substance with superimposed bodies of haematoxyphil 
material. The latter were about the size of an erythro- 
cyte and stained purple with haematoxylin and eosin, in 
contrast to pyknotic nuclei, which stained blue. Capil- 
lary-loop thickening, seen in 10 cases, was due to coating 
of the capillaries with hyaline substance smudged with 
haematoxyphil material. Proliferative glomerulitis was 
observed in 8 cases and arteriolar hyaline necrosis in 
2 only. In cases in which glomerular changes were 
severe there were interstitial oedema, interstitial cellular 
proliferation without marked fibrosis, and tubular 
atrophy and regeneration. In 5 cases there were tubular 
casts which gave a reaction to staining similar to that 
of the hyaline material. 

As regards the histoiogical differentiation of D.L.E. 
from subacute bacterial endocarditis the areas of focal 
necrosis in the latter do not contain haematoxyphil 
bodies and the eosinophil material present is fibrin, 
which lacks the sharp, refractile outline of the hyaline 
substance of D.L.E. 

Capillary-loop thickening is sometimes seen in acute 
nephritis, eclampsia, and scleroderma, but shows no 
haematoxyphil smudging. Thickening due to amyloid 
is superficially similar, but it also involves the vasa recta 
(unlike D.L.E.) and may be differentiated by specific 
stains. 

Although Klemperer’s hypothesis that the source of 
the haematoxyphil material and hyaline substance is 
degraded nucleoprotein i is not proven, it is, in the author’s 
view, the only convincing explanation at present. 

M. C. Berenbaum 
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Microbiology and Parasitology 


22. Dientamoeba fragilis, an Intestinal Pathogen 

M. A. SweRDLOw and R. B. Burrows. Journal of the 
American Medical Association [J. Amer. med. Ass.} 158, 
176-178, May 21, 1955. 2 figs, 2 refs. 


The authors report the finding of Dientamoeba fragilis 
in 15 (1:3%) out of 1,130 human appendices removed 
at United States Army and Air Force hospitals. The 
appendices were fixed in 10% formaldehyde, and stained 
sections and smear preparations of the contents were 
examined. The 15 in which Dientamoeba was found 
showed a variety of pathological conditions, butacommon 
feature was fibrosis of the wall. Dientamoeba was found 
alone in 3 cases, Enterobius vermicularis also being present 
in 10 cases and Chilomastix, Entamoeba coli, Giardia, 
Strongyloides stercoralis, and Trichuris trichiura each in 
one. Inevery case a number of dientamoebae containing 
ingested erythrocytes were seen, their proportion generally 
being 5 to 8% of the total, but rising in one case to 16% 
and falling in another below 1%. 

The association of fibrotic pathological changes in the 
wall of the appendix with the presence of Dientamoeba 
fragilis exhibiting haematophagous habits in these cases 
is considered by the authors to incriminate this amoeba 
as the pathogenic organism responsible for the clinical 
symptoms observed in the patients, nearly half of whom 
were children. C. A. Hoare 


23.- An Outbreak of Influenza Caused by Influenza 
Virus C. (Onumemuyeckas rpHnna, BbI3sBaH- 
Had BApycom rpunna C) 

B. Styx. KypHaa Muxpoduonozuu, Inudemuonozeuu 
u AmmyxHobuonoeuu [Zh. Mikrobiol.] 68-75, No. 6, 
June, 1955. 2 figs. 


At the Institute of Virology of the Czechoslovak 
Academy of Sciences, Bratislava, 4 strains of influenza 
virus C were isolated from patients’ secretions by inocula- 
tion into chick embryos during an outbreak of severe 
feverish colds with marked and sometimes purulent con- 
junctivitis which occurred during the late.autumn of 
1952 in a day nursery for children aged 6 months to 
3 years. The outbreak and the technique of isolation 


are described in detail. Agglutination-inhibition tests — 


carried out on sera from all new admissions during the 
winter months of 1953 indicated that the C virus persisted 
in the community and caused production of antibodies, 
although the original outbreak was followed and super- 
seded by an outbreak due to influenza virus B. 
Serologically, 3 of the strains isolated were homologous 
with Taylor’s strain of influenza virus C when tested 
after the first passage through chick embryos, the fourth 
strain only after the second passage. All 4 strains 
agglutinated fowl and guinea-pig erythrocytes after one, 
but failed to agglutinate the latter after more passages. 
They differed from Taylor’s strain in producing haem- 
agglutination equally well at room temperature and 


in the ice chest, with titres varying from 1 in 128 to 
1 in 1,024. The strains could not be adapted to either 
suckling or fully grown mice and were non-toxic for this 
species. 

It was noticed that haemagglutination by virus C was 
inhibited by serum from white rats which had been 
immunized against influenza viruses A’ and B to very 
high titres (1 in 1,024 to 1 in 8,192). This seemed 
obviously to be due to an unspecific inhibitor, and this 
assumption was confirmed by the finding that serum 
from normal rats acted in the same way. The inhibitor, 
which is stated to be fairly thermostable, did not inter- 
fere with haemagglutination by influenza viruses A, A’, 
or B, though interference of the same quality and order 
was observed with Taylor’s strain of virus C as with 4 
strains isolated in Bratislava. Haemagglutination of 
fowl erythrocytes by the viruses of Newcastle disease and 
mumps was also inhibited by normal rat serum in com- 
paratively low titres (1 in 32 to 1 in 64). This raises the 
question of the interrelationship of these viruses, parti- 
cularly as it is well known that the virus of Newcastle 
disease causes severe conjunctivitis in man. 

K. Zinnemann 


24. A Streptomycin Disc Technique for Screening 
Resistant Strains of Tubercle Bacilli 

C. H. Tubercle [Tubercle (Lond.)| 36, 182-184 
and 196, June, 1955. 6 refs. 


25. Laryngeal Swabs for Isolation of Tubercle Bacilli. 
Including a Trial of Calcium Alginate Wool as Swab 
Material 

A. T. WALLACE, J. D. Ross, and E. ScHILLeR.. British 
Journal of Tuberculosis and Diseases of the Chest (Brit. J. 
Tuberc.] 49, 225-230, July, 1955. 5 refs. 


In the investigation reported here from Edinburgh 
University a “‘ sequence” of five laryngeal swabs (A, 
B, C, D, and E) was taken once weekly by the same 
individual from each of 65 patients with pulmonary 
tuberculosis on two consecutive days—A, B, and C on 
the first day, D and E on the following day. A and D 
were of cotton wool and B, C, and E were of calcium 
alginate wool. A and B were retained in the hospital 
at room temperature for 24 hours before being sent to 
the laboratory, D and E were sent to the laboratory as 
quickly as possible and were treated with a saturated 
solution of trisodium phosphate within 2 hours of being 
taken, and C was treated with trisodium phosphate 
solution immediately after being taken. All the swabs 
were left in the solution for 24 hours except C, which 
was treated for 48 hours. The swab was then squeezed 
against the tube and discarded and the fluid centrifuged, 
the deposit being suspended in the water of condensation 
of a Léwenstein-Jensen slope and poured over its 
surface. Whenever possible, a sputum specimen was 
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penicillin, 


obtained at the time of each “‘ sequence” and examined 
by smear and culture. The order of taking the swabs 
on each day was reversed in successive weeks except for 
C, which was always taken after A and B. 

Out of 163 “‘ sequences from 65 patients, 50 gave 
at least one positive culture (the corresponding sputum 
culture being positive in 51 out of 137 cases). Swabs 
of alginate wool were not found to show any superiority 
over those of cotton wool. Furthermore, a delay of 
24 hours before chemical treatment of the swabs did not 
make any difference to the proportion giving positive 
results. Kenneth Marsh 
26. Sensitivity to Five Antibiotics of a Further 200 
Strains of Staph. pyogenes Isolated from Out-patients 
E. G. Rees, R. A. SHOoTER, and G. D. H. SHAwE. 
British Medical Journal [Brit. med. J.) 1. 1409-1410. 
June 11, 1955. 2 refs. 


At St. Bartholomew’s Hospital, London, 200 strains : 


of Staphylococcus aureus isolated from out-patients suf- 
fering from acute staphylococcal infections of the skin 
and subcutaneous tissues were tested for sensitivity to 
streptomycin, oxytetracycline, chloram- 
phenicol, and erythromycin. It was found that 43 of 
the strains were resistant to penicillin; in a similar 
investigation carried out in 1952, 32 out of 200 strains 
were resistant to this antibiotic. Although the majority 
of strains encountered in hospital wards are penicillin- 
resistant, there does not appear to be a similar increase 
in incidence of resistant strains outside the hospital 
environment. Only one strain was resistant to chloram- 
phenicol and none was resistant to the other antibiotics. 
D. G. ff. Edward 
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27. An Intradermal Allergic Test for Acute or Past 
Q-fever Infection. (Annepruueckan BHYTpHKOMHAaA 
npo6a y 6onbHEIx Ky-nuxopankoi) 
(TlpenpaputenbHoe 

M. Y. Morosova. 2Kypnana Muxpoduonoeuu, Snude- 
Muonozuu u [Zh. Mikrobiol.) 28-31, 
No. 6, June, 1955. 3 refs. 


Following the description by Mini and others of 
intradermal allergic tests for Q fever the author has 
investigated the diagnostic value of such a test. The 
antigen was prepared from cultures of Rickettsia burneti 
in chick embryos, which were purified, killed, autoclaved, 
and preserved with 0-25% phenol. The preparation was 
standardized to a titre of 1 in 2 ++-+-+ by means of 
the complement-fixation test with a specific immune 
serum. It was tested for bacterial and rickettsial sterility 
and various dilutions injected intradermally into white 
guinea-pigs infected previously with Q fever. The 
animals showed a well-marked skin reaction to dilutions 
of 1 in 10 and 1 in 50, little or none to a dilution of 
1 in 100. The human subjects investigated were injected 
intradermally with 0-1 ml. of the antigen, at first in a 
dilution of 1 in 20 and later, when it was realized that 
the preparation was relatively innocuous, in dilutions of 
1 in 10 and 1 in 5. The nature and size of the reaction 
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were recorded after 6, 8, 12, 18, 20, 24, 48, and some- 
times 72 hours. A red weal appearing 6 to 8 hours after 
the injection and reaching a diameter of 1 to 3°5 cm. in 
48 hours was regarded as a positive reaction. No 
general reactions were observed. 

In all, 10 patients with acute Q fever, 20 persons with 
a history of Q fever up to 3 years previously, and 15 
control subjects were investigated, the results of the 
intradermal test being compared with those of the 
complement-fixation test. Both tests gave positive 
results in 9 of the 10 acute cases after 9 to 20 days — 
of illness, the investigation of the remaining case having 
been carried out too early—on the Sth day of illness. 
In one of the persons with a history of Q fever only the 
intradermal reaction was positive, and in one only the 
complement-fixation reaction, while. in 18 cases both 
were positive. All the control cases gave negative 
results with both tests. 

The author regards the intradermal allergic test to be 
of potential value mainly for epidemiological surveys, 
the positive results obtained up to 3 years after infection 
imposing obvious limitations on its use in the diagnosis 
of acute cases of Q fever. K. Zinnemann 


28 (a). Dry Corpuscular Antigens from Rickettsiae. 
(Cyxue KopnycKyNApHble AHTHTeHbI H3 PHKKETCHA) 
E. M. Gouinevircu. JKypHaa Muxpoduonoeuu, Inude- 
muofnoeuu u [Zh. Mikrobiol.] 35-40, 
No. 6, June, 1955. 


28 (b). Specific Active Prophylaxis of Q Fever. I. 
Guinea-pig Experiments. II. Experimental Vaccination 
of Man against Q Fever. (Paspa6oTrKa akTHBHOH 
Ky. 
Coo6menue I, Ha MOpCKHx CBHHKax. Coo6ule- 
Hue I], OnsiTsl MpoTHB 


kx Ky) 


L. V. VasiLyevA and V. A. YABLONSKAYA. 2KypHaa 
Muxpoduonozuu, Dnudemuonozuu u 
[Zh. Mikrobiol.] 44-54, No. 6, June, 1955. 4 refs. 


In the first of these papers a method of preparing 
rickettsial antigens for serological tests and for active 
immunization against Rickettsia burneti is described in 
detail. Its main features are: (1) emulsification of the 
contents of infected yolk-sacs by shaking with glass 
beads, and dilution to 5% with 0-5% buffered formalin 
solution at pH 7, the emulsion being then kept for a 
minimum of 10 days at 4° C.; (2) isolation of rickettsiae 
from chick-embryo cultures by a combination of centri- 
fugation at 18,000 r.p.m. and thin-layer separation; 
(3) ether extraction in the presence of 0-25% phenol; 
and (4) freeze-drying of the extracted and purified 
antigens. 

In the first part of the second paper experiments are 
described in which guinea-pigs were given subcutaneous 
injections of liquid and alum-precipitated antigens © 
standardized to 1,600 million and 6,500 million R. burneti 
per ml. in three doses (0-5, 1-0, and 1-0 ml.) at weekly 
intervals. High titres of agglutinating and complement- 
fixing antibodies were demonstrated in serum from these 
animals, as well as protecting antibodies. General toxic 
reactions occurred in 25 to 80% of these highly sensitive 
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animals. No obvious advantage was gained by using 
other routes of administration. 

In the second part of the paper the active immunization 
of two groups of laboratory workers with the same pre- 
paration standardized to 1,600 million R. burneti per ml. 
is described. The first group (21 subjects) were given 
0-5, 0-5, and 1-0 ml. and the second group (22 subjects) 
0-25, 0-5, and 1-0 ml. at weekly intervals [route not 
specified]. Fairly severe genéral and local reactions 


were observed in approximately half of the first group © 


after the first injection, and local reactions in all cases 
after the second injection. In the second group local 
reactions were present in all cases, but general reactions 
occurred in only one after the first and 3 after the second 
injection. After 29 to 35 days sera from 20 members 
of the first group were shown to contain agglutinating 
antibgdies in titres of 1 in 4 to 1 in 256, but the com- 
plement-fixation reaction was positive in only 15 cases, 
titres varying from 1 in 5 to 1 in 320. Sera from 14 
members of the second group were tested after 33 to 
36 days, when agglutinating antibodies were demon- 
strated in all but one and complement-fixing antibodies 
in all but 2 cases. Both antibodies were present in all 
14 cases after 41 to 49 days. After 6 months 16 subjects 
drawn from both groups were re-tested. Complement- 
fixing antibodies were still present in all cases, and 
agglutinating antibodies in all but one. The titres were 
generally lower than those obtained in the earlier tests, 
but a single booster dose increased them 2- to 18-fold. 
K. Zinnemann 


29. On Antibodies Separated by Paper Electrophoresis 
with Special Reference to the Wassermann Reagins. [In 
English] 

A. B. LAuRELL. Acta pathologica et microbiologica 
Scandinavica [Acta path. microbiol. scand.| Suppl. 103, 
1-92, 1955. 64 figs., bibliography. 

The distribution of antibodies in sera has been studied 
at the University of Lund, Sweden, by electrophoresis 
through 8 superimposed filter-paper strips. One strip 
was treated with a protein dye to show the distribution 
of the protein fractions and the others were cut trans- 
versely into segments from which the migrated protein 
fractions were recovered by centrifugation. Comparison 


of the antibody titres of the fractions with that of the 


parent serum showed that recovery was only partial, 
owing to adsorption to the paper. Preliminary experi- 
ments with known antibodies showed that they appeared 
as homogeneous components. Agglutinins against the 


_ aptigens of Salmonella typhosa and Salm. typhimurium, 


streptococci of Groups A and C, and the heterophil 
antibody of infectious mononucleosis migrated with the 
y globulins, antibodies against the O antigens of Salm. 
typhosa and, Salm. typhimurium were associated with 
82 globulins, while human erythrocyte isoagglutinins 
were recovered from the region between the y and the 
B2 globulins. 

y-Globulin fractions obtained from normal Wasser- 
mann-negative human sera by electrophoresis and by 
salt-ethanol precipitation were found to give positive 
Wassermann and Kahn reactions. The Kahn reactions 


were inhibited by Neurath’s euglobulin inhibitor (incall 
to be a lipoprotein associated with the « globulins), sug- 
gesting that the reactions given by the normally occurring 
y globulins were of the biological false positive type. 
Because both lipid (from the Kahn antigen) and protein 
(from the y globulins) could be demonstrated in the 
floccules, the reactions were thought to be of the antigen- 
antibody type and not a non-specific flocculation due to 
lack of protective colloids. 

Sera from 31 patients with syphilis at various stages 
were fractionated. [It is not stated whether any of the 
patients had been treated.] In primary syphilis (5 cases) 
Wassermann reactivity was associated with the y glo- 
bulins, while in secondary syphilis (4 cases) it occurred 
in both the y- and f2-globulin regions, suggesting the 
presence of two separate reagins. This pattern was also 
found in 14 out of 22 sera from patients with late syphilis, 
but in the other 8 cases reactivity was restricted to the 
B2 globulins. It is thought that different reagins may 
occur at different stages of the disease. Similar patterns 
were found in sera which were thought to have given 
non-specific reactions in the serological tests for syphilis 
(S.T.S.) owing to the absence of clinical evidence of 


syphilis and the discordant results given by a battery of 


S.T.S. Out of 18 such sera, 10 showed reactivity only i in 
those fractions migrating with the y globulins, 4 in the 
B2-globulin fraction only, and 4 in both the y- and the 
B2-globulin fractions. No definite differences were 
established between the electrophoretic mobility of the 
reagins in syphilitic sera and in sera thought to give 
non-specific S.T.S. reactions. 

As a possible explanation of the occurrence of non- 
specific S.T.S. reactions it is suggested that in such cases 
there is a disturbartce of the balance between the reagin 
which is present in the y-globulin fraction and the 
inhibitor which is normally present and prevents the 
flocculation of lipid antigens. A. E. Wilkinson 


30. The Distribution of Reagins in the Serum Protein 
Fractions Obtained by Continuous Zone Electrophoresis. 
{In English] 

I. BRATTSTEN, H. COLLDAHL, and A. H. F. LAURELL. 
Acta allergologica {Acta allerg. oi )] 8, 339-348, 1955. 
3 figs., 16 refs. 


The presence of reagins in serum fractions from 
allergic patients has repeatedly been investigated, but no 
definite conclusions have been reached concerning the 
particular components which contain reagin activity. 
At St. Géran Hospital, Stockholm, a serum from. a 
patient sensitive to cottonseed cake was fractionated into 
45 portions by continuous zone electrophoresis, the 
fractions being analysed for reaginic activity by passive- 
transfer tests. Activity was found in the fractions con- 
taining the a- and the slow - globulin components. - It is 

concluded that the active substance is electrophoretically 
heterogeneous. A. W. Frankland 


31. Variations in Secondary Antibody Response to 


M. Srecet. Journal of Pediatrics [J. Pediat.) 46, 631\- 
641, June, 1955. 3 figs., 18 refs. 
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32. A New Orally Active Quaternary Ammonium 
Ganglion Blocking Drug Capable of Reducing Blood 
Pressure, SU-3088 

K. S. Grimson, A. K. TARAzi, and J. W. FRAZER. 
Circulation [Circulation (N. Y.)] 11, 733-734, May, 1955. 
4 figs., 1 ref. 


Experiments carried out on dogs to test the ganglion- 
blocking action of 4:5:6:7-tetrachloro-2-(2-dimethyl- 
aminoethyl)-isoindoline dimethochloride (SU-3088) and 
the first clinical trial of this compound in hypertensive 
patients are described in this paper from Duke University, 
Durham, North Carolina. In the anaesthetized dog 
intravenous injection of 2 mg. of SU-3088 per kg. body 
weight lowered the blood pressure, suppressed vaso- 
pressor reflexes (such as carotid sinus occlusion and 
central vagal stimulation), and potentiated the pressor 
action of adrenaline. When small doses of neostigmine 
were given the blood pressure rose and the reflex re- 
sponses returned almost to normal. 

Administration of a single dose of 50 or 100 mg. of 
SU-3088 by mouth to each of 18 patients was followed 
by a lowering of the blood pressure, warming of the 
extremities, and delay in gastric emptying. Postural 
hypotension lasting 12 hours or more suggests that this 
drug may be useful in the treatment of hypertension. 
The chief side-effect appeared to be blurring of vision. 
In general it was found that control of blood pressure 
was more consistent with SU-3088 than with pentolinium; 
moreover the effects of the former lasted longer than 
those of pentolinium. 

[This compound has an interesting chemical structure, 


- only two carbon atoms being interposed between the 


two quaternary ammonium centres of the isoindoline. 

Absorption appears to be efficient, since the intravenous 

dose in dogs is similar to the effective oral dose in man.j 
G. B. West 


33. The Action of Adrenaline, L-Noradrenaline, Acetyl- 
choline and Other Substances on the Blood Vessels of the 
Perfused Canine Liver 

W. H. Horner ANDREWS, R. HECKER, B. G. MAEGRAITH, 


and H. D. Ritcuie. Journal of Physiology [J. Physiol. 


(Lond.)} 128, 413-434, June 28, 1955. 10 figs., 30 refs. 


An improved technique has been devised for perfusion 
of the canine liver whereby the organ can be maintained 
in good condition for several hours. Adrenaline con- 
stricted the portal vein and hepatic artery. Its effect on 
the hepatic vein depended on the state of the hepatic 
vein and on the amount of adrenaline given. Large 
amounts produced constriction and small amounts either 
constriction or dilatation. .-Noradrenaline had a 
similar effect on the hepatic vessels as adrenaline, except 
that it apparently more often produced hepatic venous 
dilatation. 

Acetylcholine dilated the hepatic artery when it was 
constricted. It regularly constricted the hepatic vein, 


and occasionally the portal vein. The effect of acetyl- 
choline on the hepatic vein was much more marked 
when the drug was injected into the artery than when 
injected into the portal vein. After addition of eserine _ 
to the perfusion fluid, acetylcholine produced the same 
effect on the hepatic vein whether injected into the hepatic 
artery or portal vein. Acetyl-8-methylcholine chloride 
and carbaminoyl chloride elicited the same response as | 
acetylcholine, except that they were equally active when 
injected into either the hepatic artery or portal vein. 
Histamine dilated the hepatic artery when it was con- 
stricted. It- regularly produced strong constriction 
within the hepatic venous tree. Adrenaline injected into 
the hepatic artery shortly before injection of acetyl- 
choline frequently prevented the action of acetylcholine 
on the hepatic veins. Given in the reverse order, the 
effect of acetylcholine was later followed by that of 
adrenaline—[{Authors’ summary.] 


34. Clinical Studies on a Vasopressor Agent: Metar- 
aminol (Aramine). I. Observations in Normotensive 
Subjects 

M. H. Weir and W. W. Spink. American Journal of the 
Medical Sciences {|Amer. J. med. Sci.] 229, 661-669, June, 
1955. 5 figs., 12 refs. 


In the studies here reported from the University of 
Minnesota School of Medicine, Minneapolis, single sub- 
cutaneous, intramuscular, or intravenous injections of: 
metaraminol (laevo-1-(m-hydroxyphenyl)-2-amino-1-pro- 
panol; “‘ aramine”’) were given on 51 occasions to 31 
young normotensive volunteers who had no demonstrable 
cardiovascular abnormalities. The pulse rate and blood 
pressure were determined at intervals of 1 to 5 minutes 
shortly after the injection, and sitar at intervals 
of 5 to 15 minutes. 

When given subcutaneously or intramuscularly in 
doses of 7 to 10 mg. the drug produced a marked and 
reproducible increase in blood pressure, persisting in the 
majority of subjects for 30 minutes and in some cases 
much longer. The intravenous injection of metaraminol 
in doses of 3 to 6 mg. in 36 subjects caused slowing of 
the pulse. The electrocardiogram, which was recorded 
in 14 subjects, showed that sinus arrythmia was produced 
or became more marked in 13; other effects were changes 
in the shape of the P wave and nodal rhythm or escape 
in 4 cases. Side-effects included severe occipital head- 
ache (14 cases), irregular pulse (14), oppression in the 
chest (8), diaphoresis (7), and nausea and vomiting in 
others. The authors conclude that this preliminary 
investigation suggests that metaraminol is a potent 
pressor agent and is non-toxic. In selected cases the 
bradycardia can with advantage be counteracted by 
atropine. 

[The structural formula of the drug shows its close 
chemical relationship with noradrenaline.] 
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35. New Methods for the Assay in vivo and in vitro 
of Antimycotics. (Nuevos metodos para el ensayo de 


antimicoticos “ in vitro e in vivo ’’) 


J. R. Frey, P. WENK, and B. Fust. Revista argentina 
de dermatosifilologia |Rev. argent. Dermatosif.| 38, 93- 
113, July—Dec., 1954 [received June, 1955]. 25 figs., 
38 refs. 


The authors describe various methods for the assay 
of antimycotics in vitro. In the “ hair test’? method, 
which was evolved to test antimycotics during the para- 
sitic rather than the cultural phase of fungal growth and 
is here fully described, the substance to be examined is 
tested on infected guinea-pig hairs. In another method 
described the antimycotics are tested directly upon the 
flank of a guinea-pig infected with Trichophyton menta- 
grophytes. 

The results of tests of a large number of antimycotics 
are tabulated. The discrepancy in results between tests 
carried out in vitro and in vivo is discussed. Many sub- 
stances with high activity in vitro show less or no activity 
in the “ hair test’, the fungus being more resistant in 
its parasitic than in its cultural phase, and being, more- 
over, protected by the hair which it infects. 

The authors conclude that the final choice in selecting 
antimycotics must rest on the results of clinical trial of 
those substances which have shown activity in laboratory 


tests. _ Eric Dunlop 
36. Preliminary Clinical Observations on Oxamycin: a 
New Antibiotic 


H. J. Ropinson, C. MorGAn, D. W. RICHARDS, B. M. 
Frost, and E. ALBERT. Antibiotic Medicine (Antibiot. 
Med.) 1, 351-357, June, 1955. 4 refs. 


37. Complications of Oxytetracycline and Tetracycline 
Therapy Related to a Defined Type of Resistant Staphylo- 
coccus 

J. Bropiz, W. JAMIESON, and T. SOMMERVILLE. Lancet 
[Lancet] 2, 223-225, July 30, 1955. 10 refs. 


This paper from King’s Cross Infectious Diseases 
Hospital, Dundee, and St. Andrew’s University describes 
a bacteriological study, carried out on a series of 378 
patients, mostly children under the age of 15, of the 
complications occurring during the treatment of bacillary 
dysentery with oxytetracycline or tetracycline. Such 
complications occurred in 48 cases, beginning most com- 
monly on the 4th or Sth day of treatment and being most 
prevalent in patients between 1 and 9 years of age, and 
usually took the form of severe gastroenteritis or a 
“ sore-throat syndrome’’, which was in some cases 
accompanied by a scarlatiniform rash and considerable 
systemic illness. There was no fatal case. 

Haemolytic streptococci were found in none of the 
cases of the sore-throat syndrome, nor were salmonellae 
or shigellae isolated in any case of gastroenteritis. A 


Chemotherapy 


survey of staphylococci present on throat or rectal swabs 
was carried out by means of slide agglutination tests 
with specially prepared rabbit antisera and antibiotic 
sensitivity tests, as a result of which a strain of staphylo- 
coccus was identified in a high proportion of cultures 
from the patients with complications which was agglu- 
tinated by absorbed sera “ a”’ and “ c”’ in the live state 
and was resistant to penicillin, oxytetracycline, chlor- 
tetracycline (aureomycin), streptomycin, and tetracycline, 
and was designated ac/POCST. [For details of the tests 
the original paper should be consulted.] 

Coagulase-positive staphylococci were present on 
throat swabs from 8 out of 15 patients with the sore- 
throat syndrome, on rectal swabs from 10 out of 18 with 
gastroenteritis, on rectal swabs from 85 out of 317 
patients with uncomplicated dysentery, and on nasal 
swabs from 31 out of 64 nurses. The numbers of cases 
in these four groups in which the staphylococcus isolated 
belonged to Type ac/POCST were, respectively, 7 (87%), 
6 (60%), 14 (16%), and 3 (10%). 

The authors conclude that there is strong presumptive 
evidence that the defined type of staphylococcus was 
responsible for the complications arising in these cases. 
They suggest that such complications are “‘ but one more 
manifestation of staphylococcal cross-infection”’ in 
hospitals, and that the control of such cross-infection 
may be facilitated by the recognition of carriers of strains 
of proved pathogenicity, of which Type ac/POCST may 
be one. Charles Rolland 


38. Bacterial Sensitivity to Erythromycin: Two Years’ 
Experience (1953-1954) 

E. S. SCHNEIERSON. Journal of the Mount Sinai Hospital 
[J. Mt Sinai Hosp.] 22, 1-5, May-June, 1955. 6 refs. 


As each new antibiotic has been put into general use 


reports have appeared of the development of resistance 


12 | 


to its effect. The results of routine sensitivity tests on 
certain micro-organisms isolated from clinical sources 
at the Mount Sinai Hospital, New York, during the 
2-year period 1953-4, have therefore been analysed to 
see if any resistance was developing to erythromycin. 
Sensitivity was determined by a tube technique, and 
organisms classified as “‘ sensitive ’’ (growth inhibited by 
1 pg. of erythromycin or less per ml. of medium); 
** moderately resistant ” (inhibited by 1 to 5 yg. per ml.); 
and “ resistant ’’ (not inhibited by 5 yg. per ml.). 

All strains of Staphylococcus albus, Streptococcus 
viridans, B-haemolytic streptococci, and pneumococci 
tested, with an occasional exception, were sensitive to 
erythromycin throughout the entire period of investiga- 
tion. With Staph. aureus and Strep. faecalis the per- 
centage of moderately resistant or resistant strains in- 
creased from 6°6 to 10% and from 9-1 to 12-2% respec- 
tively during the period (which was divided into 4 periods 
of 6 months for purposes of analysis), but these increases 
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are not statistically significant. There would thus appear 
to have been no important increase in the resistance of 
the above organisms to erythromycin. Of the 1,025 
strains tested during the 2 years of the study, 937 (91-4%) 
were found to be sensitive in vitro. The chief sources 
from which erythromycin-resistant strains of Staph. 
aureus and Strep. faecalis were isolated were wounds 
and purulent exudates for the former and the urinary 
tract for the latter. : R. F. Jennison 


See also Microbiology and Parasitology, Abstract 26. 


39. Observations on the Effect of Isoniazid and Strepto- 
mycin on Tubercles in a Transparent Chamber in the 
Rabbit’s Ear 

L. F. Dopson, A. G. SANDERS, and H. W. FLorey. 
British Journal of Experimental Pathology [Brit. J. exp. 
Path.] 36, 236-244, June, 1955. 14 figs., 16 refs. 


The authors, writing from the Sir William Dunn 
School of Pathology, Oxford, describe the effects of the 
subcutaneous administration twice daily of isoniazid, 
25 to 30 mg. per kg. body weight, and streptomycin, 
50 to 100 mg. per kg., given singly or in combination, 
on tubercles growing in transparent chambers in the 
rabbit’s ear. The procedure and apparatus used have 
been described elséwhere (Sanders et al., Brit. J. exp. 
Path., 1954, 35, 331; Abstracts of World Medicine, 1955, 
17, 85). The tubercles were induced in the thin, trans- 
parent tissue of the chamber by the introduction of the 
Branch strain of bovine Mycobacterium tuberculosis. 
For comparison, the effects of the same drugs on miliary 
tuberculosis in rabbits were studied. 

In 5 animals treated with isoniazid alone the lesions 
in the ear chambers continued to enlarge for 3 to 4 days 
after treatment had begun; the spread then stopped and 
the lesion began to diminish in size. The degree and 
rapidity of healing depended on the presence or absence 
of caseous material in the tubercle, non-caseous lesions 
disappearing rapidly whereas all caseous lesions began 
to expand again between the 26th and 34th days of 
observation despite continued treatment. Observations 
on the mode of healing of the tubercles suggested that 
the inability of capillaries readily to penetrate caseous 
material may be associated with the presence therein of 
living tubercle bacilli rather than with the physical or 
chemical nature of the material itself. Viable tubercle 
bacilli persisted in all cases, even in those in which 
caseation had not occurred and all microscopic signs of 
the lesion had disappeared. In these, although treatment 
was continued for 2 months after apparent cure, new 
tubercles developed when treatment was stopped. 
Tubercle bacilli cultured from these chambers were not 
resistant to isoniazid, but they produced an atypical, 
slow-growing tubercle when inoculated into a normal 
ear chamber, no caseation occurring until a focal tuber- 
culin reaction was induced by an intravenous injection 
of the purified protein derivative of tuberculin. Even 
then the lesion extended slowly, and the caseous material, 
although it produced a few tuberculous lesions when 
injected into rabbits, produced no growth of bacilli on 
oleic-acid—albumin agar. In 3 animals treated with 


streptomycin alone, no effect was observed on the tubercle 
unless the animal had previously been made tuberculin- 
positive by injecting B.C.G. The effect of streptomycin 
in doses of 100 mg. per kg. daily was then similar to that 
of isoniazid. In 4 rabbits treated with the two drugs in 
combination the tuberculous infection was held in check 
for longer periods than with either drug alone, and a 
greater degree of healing occurred in caseous lesions. 
Moreover, the lesions showed less tendency to relapse. 

In the animals with miliary tuberculosis treatment with 
isoniazid alone and with the combination of drugs rapidly 
halted the progress of the disease. In some cases com- 
plete healing, with eradication of the organism, occurred 
in all organs except the lungs, healing being particularly 
rapid in the liver. Streptomycin given alone had no 
effect in 2 out of 3 cases and only partially arrested the 
disease in the third. 

The conclusions drawn from these results are that for 
chemotherapy to be successful in tuberculosis in man, 
earlier diagnosis is needed than is now attainable, and 
that chemotherapy must also be continued much longer 
after healing appears to be complete than is now the 
case. A. Ackroyd 


40. The Effect of Stanolone in the Treatment of Advanced 
Breast Cancer 

J. KENNEDY. Cancer [Cancer (N.Y.)] 8, 488-497, May- 
June, 1955. 6 figs., 23 refs. 


At the University of Minnesota Hospitals, Minneapolis, 
the author has studied the effect of the synthetic steroid 
compound “ stanolone”’ (4-dihydrotestosterone) in 28 
advanced cases of mammary cancer, comparing the meta- 
bolic effects, tumour regression rate, and incidence of 
side-effects with those observed in cases treated with testo- 
sterone propionate. The patients were all women who 
had advanced metastatic carcinoma of the breast un- 
suitable for surgery or x-ray therapy. The standard 
dosage was 100 mg. of stanolone, which was suspended 
in isotonic sodium chloride and injected intramuscularly 
3 times a week. 

Over-all subjective improvement occurred in 18 out 
of 25 patients (72%), and of 21 with osseous metastases 
pain was relieved in 14 (67%). Objective regression of 
the bony metastases was noted in 4 out of 22 patients 
(18%), and of soft-tissue metastases in 2 out of 15 (13%). 
General tumour regression was observed in 6 cases (24%); 
only 25 of the 28 cases were included in the analysis of 
results. Metabolic studies showed that stanolone re- 
duced nitrogen excretion, increased the urinary output of 
17-ketosteroids, and lowered urinary calcium and phos- 
phorus excretion in cases showing regression of bone 
lesions. 

A comparison of these results with those previously 
obtained with testosterone propionate showed that both 
hormones promote similar subjective improvement, but 
that with stanolone pain relief is less marked, the inci- 
dence of metastatic improvement is somewhat lower, 
and virilizing effects are more pronounced. The author 
therefore concludes that no significant advantage over 
testosterone propionate can be claimed for stanolone. 

H. G. Crabtree 
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41. Treatment of Brucellosis with Tetracycline 

F. Ruiz SANCHEZ, A. Ruiz SANCHEZ, N. FLORES, 
A. BecerrRA, and E. NARANJO GRANDA. Antibiotic 
Medicine [Antibiot. Med.| 1, 158-162, March, 1955. 
3 figs., 12 refs. 


At the Hospital Civil, Cetin. Mexico, the 
authors treated 13 cases of brucellosis (7 in males and 
6 in females aged 8 to 58) with tetracycline (“‘ achro- 
mycin ’’) given orally in doses ranging from 12 to 50 mg. 
per kg. body weight; the duration of treatment varied 
from 8 to 16 days. The diagnosis of brucellosis was 
confirmed in all cases, positive blood cultures being 
obtained in 10 of the patients; in 8 cases the disease was 
chronic, having been present for longer than 3 months. 
All the patients responded to the treatment, becoming 
afebrile in from one to 6 days (average 4 days). There 
were 2 relapses, both in chronic cases, one of which had 
been treated with 50 mg. per kg. for 12 days and the 
other with 12 mg. per kg. for 15 days; both responded 
to a second course of treatment. There were no com- 
plications and the drug was well tolerated by all the 
patients. Winston Turner 


42. The Treatment of Typhoid and Paratyphoid Fevers 
with Chloramphenicol. (Zur Chloramphenicolbehand- 
lung typhdser Erkrankungen) 

K. O. VORLAENDER, G. OBERHOFFER, and G. WESSELS. 
Deutsche medizinische Wochenschrift (Dtsch. med. 
Wschr.| 80, 777-782, May 20, 1955. 2 figs., 24 refs. - 


In a careful statistical analysis carried out at the 
University Medical Clinic, Bonn, of 191 non-epidemic 
cases of typhoid and paratyphoid fevers, the efficacy 
of chloramphenicol in reducing the febriie period and 
shortening the illness, in minimizing the dangers of 
toxaemia (such as cardiac asthenia), in reducing the 
incidence of complications (pneumonia), and in lowering 
mortality was confirmed. 

Special care was taken to note any increase in the 
relapse rate and prolongation of the carrier state, which 
have been reported as occurring after antibiotic treat- 
ment, Clinically, the administration of chloramphenicol 
before the serological findings had become positive 
delayed the appearance of O-agglutinins, this delay being 
greater when the drug was given early and the period of 
administration was prolonged. The importance of this 
observation in relation to serological diagnosis is stressed. 
On the other hand relapses were more frequent after a 
short course of chloramphenicol (to the end of the febrile 
period) than with more prolonged administration. 
Dosage requirements vary therefore with the different 
aspects of the disease—the avoidance of toxaemia 
demands early and adequate administration—and com- 
promise is unavoidable, the suggestion being that an 
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initial dosage of 3 g. per day should be reduced as soon 
as possible to 1 g. or at-most 2 g. per day. 
Chloramphenicol had no effect on the incidence of 


cholecystitis and therefore on the chronic carrier state, 


which is very largely dependent on the former. 
R. Crawford 


43. Clinical Evaluation of Erythromycin in Pertussis 
J. BrReM and T. R. KABILING. Antibiotic Medicine [Anti- 
biot. Med.] 1, 276-279, May, 1955. 5 refs. 


In view of the report by Heilman ef al. (Proc. Mayo 
Clin., 1952, 27, 285; Abstracts of World Medicine, 1953, 
13, 13) that erythromycin i is bactericidal for Haemophilus 
pertussis in vitro the authors have treated, at the City 
Hospital, Worcester, Massachusetts, 27 cases of whoop- 
ing-cough in children ranging in age from 3 months to 
7 years with erythromycin given four times a day in a 
daily dosage of 50 mg. per kg. body weight for 4 to 21 
days. No beneficial effects were observed, nor were there 
any significant effects on the cough and vomit counts. 

(Here is yet another paper showing that antibiotics, in 


-this instance erythromycin, are of little clinical use in 


the treatment of whooping-cough. The reason given 
for not having a control group in this study is that the 
clinical course of whooping-cough treated with hyper- 
immune serum; chloramphenicol, oxytetracycline, and 
chlortetracycline (aureomycin) is already well known. 
But in so variable a disease as whooping-cough the 
validity of any conclusions drawn from uncontrolled 
observations is doubtful.] David Morris 


44. Haemolytic Anaemia in Haemophilus influenzae 


Meningitis Treated with Specific Rabbit Serum 
J. Marcouts. Medical Journal of Australia {Med. J. 
Aust.] 1, 912-920, June 18, 1955. 16 figs., 18 refs. 


The occurrence of severe anaemia in children suffering 
from Haemophilus influenzae meningitis and treated with 


-Type-B specific rabbit antiserum was reported in 1953 


by Schiavone and Rubbo (Lancet, 2, 696; Abstracts of 
World Medicine, 1954, 15, 339). As very large doses 
of this antiserum had been employed—up to 2% of the 
patient’s body weight—and as it proved on investigation 
to have a relatively high titre of human haemagglutinins, 
the serum therapy rather than the infection was sus- 
pected to be the cause of the anaemia, and investigations 
on 47 consecutive patients admitted to the Royal 
Alexandra Hospital for Children, Sydney, with H. influ- 
enzae meningitis were carried out with this hypothesis in 
mind. 

Of these 47 patients, 20 were treated with antibiotics, 
sulphonamides, and type-specific rabbit antiserum of the 
original batch, 5 with antibiotics, sulphonamides, and 
the same antiserum from which haemagglutinins had 
been removed by absorption with human erythrocytes, 
and 19 with antibiotics and sulphonamides alone. 
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Except for 2 patients in the first group who had been 
given rather smaller doses of antiserum there was a 
significant fall in the haemoglobin content, ranging from 
3-7 to 11-5 g. per 100 ml., in all cases in the first group. 
There was no such fall in the second and third groups, 
nor in a small fourth group of 3 children who had received 
specific rabbit antiserum with one-tenth the content of 
human haemagglutinins of the batch used for the first 

- group. Moreover, clumping of the erythrocytes was 
observed in blood samples withdrawn from all the 
patients in the first group within 24 hours of receiving 
the serum, and microspherocytosis and increased 
mechanical fragility of the erythrocytes developed sub- 
sequently in those suffering from anaemia. 

In conclusion it is stated that the haemolytic effect of 
Ahe particular batch of H. influenzae Type-B specific 
rabbit antiserum used must be regarded as accidental 
and may have been the result of some technical error 
in its preparation. It is therefore quite probable that 
it will not be encountered in the future. [This probably 
also explains why the phenomenon has not been observed 
outside Australia, although serum therapy for H. in- 
fluenzae meningitis was used widely for many years in 
the U.S.A. before it was realised that combined anti- 
biotic-sulphonamide therapy is adequate.] 

K. Zinnemann 
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45. Measles Encephalitis at the Ziirich Children’s 
Hospital 1928-52. (Die Masernencephalitis im Kinder- 
spital Ziirich in den Jahren 1928-1952) 


APPENZELLER. Helvetica paediatrica acta [Helv. 
paediat. Acta] 10, 301-316 June, 1955. 5 figs., 33 refs. 


During the 25 years 1928-52, among 57,919 patients 
admitted to the Ziirich Children’s Hospital, 1,196 (2-06%) 
had measles, and 35 (2-9%) of these developed encepha- 


litis. The incidence of encephalitis has, however, 
increased markedly over the last 20 years, being 0-8% 
for the 10 years 1933-42 and 5-8% for the 10 years 
1943-52, the total numbers of cases of measles treated 
during these two periods being 612 and 432 respectively. 
Although cases of encephalitis were more frequent during 
the winter, and none occurred in August or September 
throughout the period, the incidence was no greater in 
severe winters or very hot summers. 

All 35 patients who developed encephalitis were under 
12, the age of the youngest being 14 years and of the 
oldest 11 years and 10 months. There were 25 girls and 
10 boys. Encephalitis developed 12 hours to 8 days 
after the rash was first noted. No-case of pre-measles 
encephalitis was seen. The over-all prognosis was good, 
31 patients recovering and 4 dying. Recovery was com- 
plete in 22 (62-9%) of the survivors on discharge, and 
2 others subsequently lost their residual symptoms, 
giving a final recovery rate of 68-6%. The 7 patients 
with residual defects, whose cases are described in detail, 
comprised 2 cases of epilepsy. one of idiocy, 2 of 
‘* debility’, one of bradyphrenia: [sic], and one of 
muscular twitching. In the 2 cases of epilepsy the first 
attack occurred about 3 years after the development of 


encephalitis. The intelligence of 25 of the patients 
remained unimpaired and that of 6 was slightly below 
normal, while 2 patients required special schooling and 
one remained an idiot: Of the 4 deaths, 2 resulted from 
secondary sepsis, one from convulsions, and one from 
acute heart failure. 

The author is of the opinion that the severity of the 
residual defects is not related to that of the initial illness; 


follow-up studies over periods up to 6 years have shown — 


that even a patient with severe initial symptoms may 
subsequently become quite well. The use of antibiotics 
in treatment since 1947 has had no influence on the 
development of encephalitis or on the specific effects of 
the disease itself. He concludes by pointing out that 
although general conclusions cannot be drawn from the 
study of a selected group consisting of only those cases 
which were admitted to hospital, the rate of admission 
throughout ran closely parallel with the rate of notifica- 
tion of measles in Ziirich, suggesting that the picture 
presented is representative of the picture of measles in 
the city as a whole. : 

[In the abstracter’s view this is a good paper. It is 
difficult, however, to accept the author’s assumption that 
the onset of fits in the 2 cases mentioned was directly 
related to encephalitis occurring 3 years previously.] 

I, M. Librach 


46. Measles Encephalitis. I. Prophylactic Effect of 
Gamma Globulin. II. Treatment with Gamma Globulin 
M. GREENBERG, O. PELLITTERI, D. T. EISENSTEIN, and 
E. APPELBAUM. Journal of Pediatrics [J. Pediat.] 46, 
642-647 and 648-653, June, 1955. 1 fig., 17 refs. 


Measles being a notifiable disease in New York City, 
it was possible for all cases occurring between January, 
1949, and July, 1954, in which encephalitis developed to 
be investigated by the Bureau of Preventable Diseases of 
the City Department of Health. Information was thus 
obtained concerning the child’s condition while in hos- 
pital and also before admission, with particular reference 


to injection of gamma globulin or other prophylactic | 


during the incubation period. All children were re- 
visited 1 month to 1 year after discharge from hospital 
in order to obtain, from the family or physician, details 
concerning the physical and mental state during this time. 

In all, 115,847 cases of measles were reported (50,394 
in children under 5 years of age), and encephalitis 
occurred in 165. The incidence was thus 0-14% or 1 
case of encephalitis to every 702 cases of measles, the 
ratio being higher in females (1 : 611) than males (1 : 817), 
but about the same among white and coloured children. 
The incidence of encephalitis increased with age, being 
greatest in the group aged 10 to 14 years. There were 
only 2 cases in children under one year of age. 

The onset of encephalitis occurred about one week 
after the onset of the rash. More than one-third of the 
patients developed paralyses of some muscle groups. 
In no case were organisms found in the cerebrospinal 
fluid on direct examination or on culture. 

- There were 24 deaths (15%), the mortality being twice 
as high among girls as among boys and twice as high 
among children under 5 as among those 5 to 10 years 


16 


old. There were no deaths in the older age groups. 
In 110 cases (67%) the patient made a complete recovery. 
Only one child was subsequently found to be slightly 
retarded. Of 31 patients discharged with sequelae, 22 
had paresis or paralysis of muscles, 6 mental or per- 
sonality changes, and 2 suffered from convulsions. A 
year later 16 of these had recovered completely, so that 
a total of 126 patients (76%) had recovered after one 
year. The incidence of sequelae was lowest in the 
younger age groups and was equal for boys and.girls. 
Only one of the patients who subsequently developed 
encephalitis had received prophylactic gamma globulin 
before the onset of measles; this was a boy of 5 years 


with cerebral palsy. The number of children included- 


in the total who had received prophylactic injections of 
gamma globulin and subsequently developed modified 
measles was not known, though it is estimated that 
during the 5-year period under review about 385,000 
doses of gamma globulin were distributed by the Depart- 
ment of Health or sold for use in measles contacts. 
The authors therefore conclude that encephalitis is a rare 
complication of measles modified by gamma globulin. 
Of the 165 cases of encephalitis, 159 occurred in 
children under 15, of whom 51 were treated with gamma 
globulin during the acute stage of the disease, treatment 
being begun on the day of onset in about half, on the 
next day in a further quarter, and within the first 4 days 
in 94%. The mortality among treated cases was 13°7% 
and among the 108 untreated cases 15-7%; the incidence 
of sequelae 11-8% among the former and 9-2% among 
the latter. The figure for these two rates combined is 
thus about 25% for treated and untreated cases alike. 
There was no statistically significant difference between 
the two groups in respect of age distribution or severity 
of the disease as judged by the occurrence of stupor or 
convulsions. Five children died before any treatment 
could be given. The amount of gamma globulin given 
varied from 20 to 160 ml., but no relation was noted 
between the results obtained and the size of the dose. 
The authors conclude from these observations that 


_ gamma globulin is of no value in the treatment of measles 


encephalitis. 


[These are valuable papers.] I. M. Librach 


47. - Hydrocortisone in Mumps Orchitis. (L’idrocorti- 
sone nell’orchite da parotite) 
L. Marton. Clinica pediatrica (Clin. pediat. (Bologna)] 
37, 403-406, June, 1955. 6 refs. ; 
The author describes 3 cases of mumps orchitis in 
adolescents aged 15 to 18 which were treated at the 
University Clinic, Bologna, with hydrocortisone by 
mouth in doses of 125 to 150 mg. on the first day, 
decreasing to 50 mg. on the 4th day, when treatment was 
stopped; chloramphenicol was also given per rectum. 
The author is of the opinion that the rapid fall of tem- 
perature arid the subsidence of swelling of the testicles 
which resulted were due to the hydrocortisone alone, 
and not to the chloramphenicol. He affirms his belief 
that the early use of hydrocortisone in mumps orchitis 
prevents atrophy of the testicles and damage to spermato- 
genesis. Franz Heimann 
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48. Treatment of Hepatic Coma Complicating Vira} 
Hepatitis in Infancy. A Study of Sixteen Cases 

L. Benavipes, J. Kumate, J. L. PEREZ NAVARETTE, 
J. SAGAON, and J. CARRILLO. Pediatrics [ Pediatrics} 
15, 586-594, May, 1955. Bibliography. 


Between September, 1953, and March, 1954, of 82 
children suffering from viral hepatitis admitted to 
the Hospital Infantil, Mexico City, a state of deep coma 


developed in 16, and the treatment given to these- 


patients is described and discussed in the present paper. 
Careful biochemical and haematological examinations 
were carried out daily. Treatment, which was given in 
two stages, consisted chiefly in administration of cortico- 
trophin and glutamic acid. During the first stage, which 
lasted 2 days or until consciousness returned, oral feeding 
was prohibited, the patients being given glucose solution 


containing corticotrophin and glutamic acid and also 


antibiotics intravenously and electrolytes parenterally. 
After this stage a liquid diet was permitted, administra- 
tion of corticotrophin, glutamic acid, and electrolytes 
being continued. Of the 16 patients, 4 recovered, this 
being attributed “‘ partially to the combined action of 
corticotrophin and glutamic acid which exert a favourable 
influence on mobilization and utilization of glucose and 
on the reservoir of hepatic glycogen’’. In the authors’ 
view administration of sedatives is contraindicated in 
hepatic coma. J. M. Smellie 


49. Studies of Nitrogen Balance in Acute Viral Hepatitis 
I. C. PLtouGcu, B. T. Forsytu, P. E. TEscHAN, and 
V.M.Sporov. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 230, 182-189, Aug., 1955. 6 figs., 
12 refs. 


50. The Pathology of Haemorrhagic Nephrosonephritis. 
{In English] 

I. Kiss and G. Dévat. Acta medica Academiae scien- 
tiarum Hungaricae [Acta med. Acad. Sci. hung.] 7, 49-58, 
1955. 7 figs. 


The gross and microscopic changes observed in tissue 
obtained by renal biopsy in 4 cases and at necropsy in 
6 cases of haemorrhagic nephroso-nephritis (or epidemic 
haemorrhagic fever) during an epidemic occurring in 
Hungary are described. One of the necropsies was per- 
formed within 3 hours of the onset of symptoms. 

The most conspicuous changes were in the kidneys. 
There was cortical ischaemia with anaemic glomeruli and 
extreme dilatation of the afferent vessels, causing disturb- 
ances of permeability and exudation of large amounts of 
protein, which filled the capsular cavities and the lumina 
of the tubules. Degeneration of the convoluted tubules 
similar to that seen in nephrosis was observed, together 
with papillary necrosis and haemorrhages in the medulla. 
The haemorrhages, combined with the vascular stasis, 
produced a cherry-red colour in the medulla. Apart 
from the kidneys, the most marked change was in the 
anterior lobe of the pituitary gland, which was almost 
completely destroyed by necroses and haemorrhages. 

Three of the 4 patients on whom renal biopsy was 
performed survived, suggesting that the severe morpho- 
logical changes are reversible. D. Geraint James 
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51. The Clinical Picture of Haemorrhagic 

nephritis on the Basis of 58 Cases. [In English] 

T. TRENCSENI. B. Keceti, A. Kincses, J. SZaB6, H. SZEN- 
Tesi, and F. Barcsay. Acta medica Academiae scien- 
tiarum Hungaricae [Acta med. Acad. Sci. hung.|7, 59-81, 
1955. 11 figs., 16 refs. 


A clinical study of 58 cases of haemorrhagic nephroso- 
nephritis or epidemic haemorrhagic fever, which occurred 
among soldiers in Hungarian military camps in the 
summer of 1953, is presented. The authors suggest that 
the term “‘ haemorrhagic infectious nephropathy ”’, which 
emphasizes the main clinical and pathological features 
of the disease, would be more suitable than either of the 
above. The clinical picture is described as follows. _ 

The onset is usually abrupt with a constitutional upset, 
rigors, and rise of temperature to a level which is rarely 
less than 39° C. (102-2° F.). The fever lasts 4 to 8 days 
and terminates by crisis or lysis. The remaining course 
of the disease is afebrile and characterized by widespread 
toxic paralysis and increased fragility of the capillaries. 
This causes vivid redness of the face and pharynx, 


dermal purpura (especially in the axillae), peripheral — 


vascular collapse, and renal damage. The severity of 
the disease is primarily determined by the degree of renal 
dysfunction, the authors’ patients falling into two cate- 
gories according to the degree of albuminuria as deter- 
mined by precipitation of protein with sulphosalicylic 
acid. In 16cases (Group 1) there was little or no evidence 
of renal involvement, whereas in the remainder (Group 2) 
the presence of heavy albuntinuria showed that renal 
damage was severe. The mild nature of the disease in 
patients in Group 1 suggested that many abortive cases 
went unrecognized. The severity of renal dysfunction 
in Group-2 patients was associated with uraemia, oliguria 
or anuria, passage of macaroni-like ureteric casts in the 
urine, and mild hypertension. Although the disease may 
be clinically indistinguishable from leptospirosis, lepto- 


spiral agglutination tests give negative results and the | 


erythrocyte sedimentation rate is normal. 

The prognosis also depends upon the severity of the 
renal involvement. In its absence, patients usually 
recover within 8 to 14 days, whereas in the presence of 
renal damage the mortality varies from 5 to 50%. No 
specific therapy is known, and treatment should be 
directed to the control of shock and renal insufficiency. 

D. Geraint James 


Epidemiology of Haemorrhagic Nephroso- 
nephritis. [In English] 
I. Vas and J. MATE. Acta medica Academiae scientiarum 


Hungaricae [Acta med. Acad. Sci. hung.| 7, 83-95, 1955. . 


8 figs., 34 refs. 


During the summer of 1953, 4 small outbreaks of 
haemorrhagic nephroso-nephritis (epidemic haemor- 
thagic fever) occurred in military camps in Hungary. 
Although resembling leptospirosis clinically and epi- 
demiologically, this was excluded by laboratory investi- 
gations. No causal agent was identified. The mode of 
spread: seemed unlikely to be through food, drinking 


water, or oral transmission from any other source, only | 


a small proportion of the personnel in each unit being 
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affected. The possibility of spread by direct contact 
was also rejected on these grounds and because the out- 
break was not spread by soldiers leaving thecamp. Trans- 
mission by insect vectors, possibly parasites of rodents, 
was considered to be the most likely mode of spread of 
the infection. The incubation period was estimated to 
be between 17 and 27 days. 


D. Geraint James 


53. Laboratory Findings in Epidemic Hemorrhagic Fever 
R. W. Speers, S. Katz, T. V. PARRAN, and A. STEER. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.] 46, 28-40, July, 1955. 1 fig., 25 refs. 


LEPTOSPIRAL JAUNDICE 
54. Leptospiral Jaundice in Children. 


TYWHBIM NenTocnupos y 
F. L. Kiseteva. /7eOuampua [Pediatrija} 67-69, No. 3,. 
May-June, 1955. 


Leptospiral jaundice usually occurs in the months of 
July and August and the infection is water-borne, the 
organism gaining entry by the conjunctivae or mouth. 
It is thought that the disease can also be transmitted by 
direct contact and in the milk of infected animals. At 
the Stalinsk Children’s Hospital for Infectious Diseases 
67 cases in children under 8 years of age were observed. 
All the patients were infected after bathing in stagnant 
water often used by cattle, some of which were known 
to have recently had haematuria. 

The diagnosis was made from the serological findings 
and the result of an agglutination test. In 3 cases there 
were short-lived prodromal symptoms, but in the re- 
mainder the onset was very acute with severe headache, 
vomiting, sleepiness, shivering, restlessness, fits, and in 
a few cases loss of consciousness. The temperature was 
characteristically very high on the first day, returned to 
normal on the second, but showed a secondary rise 2 days 
later. After the first 5 days of the illness 50% of the 
patients had a sub-febrile temperature for a period of 
3 to 16 days. In 36% of the cases. there was scleral 
injection coinciding with the rise in temperature, and 
in 56% there were meningeal signs, in 3 cases with facial 
nerve paresis lasting 3 or 4 days. Meningeal irritation 
tended to recur at the time of relapses.: In 16 cases 
there was renal involvement, with albuminuria and casts, 
which lasted for 5 or 6 days. Peripheral blood changes 
occurred in all cases and persisted for approximately 7 
days, 30% of cases showing a leucocytosis of 18,000 to | 
20,000 cells per c.mm. with, in the majority, a mono- 
cytosis of 7 to 16%; many of the children also had an 
eosinophilia up to about 14% at the 10th to 12th day. 
Younger children, aged 2 to 3 years, tended to have an 
abortive form of the illness with a less severe course. 

Treatment with a high-carbohydrate diet and extra 
vitamins was given in all cases and the most severely ill 
received penicillin in addition. It is stressed that pro- 
dromal signs may exist, that the prolonged sub-febrile 
temperature is characteristic, and that changes in the cen- 
tral nervous system are common. Edward D. Fox 
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55. Long-term Results of the Antibiotic Treatment of 
Tuberculosis in the First Two Years of Life. (Esiti a 
distanza della tubercolosi dei primi due anni di vita, 
trattata con antibiotici) 

B. RONDININI. Clinica pediatrica [Clin. pediat. (Bologna)] 
37, 415-422, June, 1955. 21 refs. 


A report is presented from the Paediatric Clinic, 
University of Bologna, of the long-term results in 138 
children, all under 2 years of age, who were treated 
during the period 1948-52 for various types of tuber- 
culous disease with one or several antibiotics. Of these, 
35 (24-6%) died from tuberculous meningitis, miliary 
‘tuberculosis, or caseous bronchopneumonia. Of the 
remaining 103 children, 2 died of intercurrent non- 
tuberculous disease and 16 could not be traced. 

The source of infection could be traced in 55 cases 
to either one or both parents or to relatives living in 
the same house. Whereas in the pre-antibiotic era the 
percentage of cases due to maternal contact was 41-02% 
and to paternal contact 23-17%, the corresponding figures 
in the present series were lower, namely, 24:7% and 
21-17% respectively. On the other hand among 85 of 
the children followed up for 3 to 7 years, fresh tuber- 
culous signs and symptoms appeared in 10 cases (11-76%), 
whereas in an earlier series [number of patients not stated] 
treated before antibiotics were available and followed up 
for 9 to 15 years the proportion showing new tuberculous 
infection was only 3-6%. From this the author concludes 
that the treatment of tuberculosis without antibiotics 
produces in the host a better resistance to the disease. 

Franz Heimann 


56. ‘The Virulence of Isoniazid-resistant Tubercle Bacilli 
for the Guinea-pig, Mouse, and Hamster. Clinical 
Observations on Patients Infected with Organisms of 
Diminished Virulence. (Virulence pour le cobaye, la 
. souris et le hamster des bacilles résistants a l’isoniazide. 
Observations cliniques chez les malades porteurs de 
bacilles de virulence atténuée) 

C. GERNEZ-RieEux, A. TACQUET, C. VoOISIN, and M. FABRE. 
Revue de la tuberculose |Rev. Tuberc. (Paris)| 19, 1-25, 
1955. 4 figs., 25 refs. 


In the experiments here described from the Hé6pital 
Calmette and Pasteur Institute, Lille, 112 recently isolated 
strains of Mycobacterium tuberculosis resistant to 5 yg. 
of isoniazid per ml. were used for the subcutaneous, 
intraperitoneal, and intradermal inoculation of guinea- 
pigs, mice, and hamsters, 8 strains sensitive to 0-05 to 
0-5 yg. of isoniazid per ml. serving as controls. 

While it was confirmed that isoniazid-resistant strains, 
particularly when grown in the presence of isoniazid, 
possess diminished virulence for guinea-pigs, it was also 
observed that some of the feebly resistant control strains 
were already showing reduced virulence. Later observa- 
tion of the lesions produced in the animals revealed 
regressive tendencies, and the possible relationship thereto 


18 


of impaired bacterial vitality, loss of catalase activity, or 
intensified cellular activity is discussed. The majority 
of the guinea-pigs, even in the absence of lesions, reacted 
to tuberculin from the 6th week and the allergy was 
lasting (11 months). Recovery of tubercle bacilli from 
the inoculated animals was difficult (all those that were 
recovered being shown to be isoniazid-resistant), but in 
one case the inoculation of apparently healthy organ 
tissue into a fresh animal produced allergy after 40 days 
and an inoculation abscess at 3 months. 

_ No similar diminution of virulence was observed in 
the case of mice or hamsters, although for the latter 
species the survival period was about twice that with 
isoniazid-sensitive strains. 

The authors state that no conclusions were possible 
on the immunizing powers of isoniazid-resistant strains, 
but clinical investigation of cases yielding such strains 
indicated that they apparently retained their pathogenic 
action in man. In this connexion, however, attention is 
drawn to two possible modifying factors: (1) variations 
in the degree of isoniazid resistance and in pathogenicity 
for the guinea-pig of bacilli isolated at successive examina- 
tions, and (2) the possibility of a dissociation between 
isoniazid resistance and virulence. R. Crawford 


RESPIRATORY TUBERCULOSIS 


57. Primary Tuberculous Pleural Effusion in Child- 
hood 

R.G. May. Tubercle [Tubercle] 36, 98-104, April, 1955. 
20 refs. 


Of 558 children under the age of 15 admitted to the 
Harefield Hospital, Middlesex, between 1940 and 1952, 
82 had primary, presumably tuberculous, pleural effusion. 
Treatment of these 82 patients consisted in rest in bed 
followed by graduated activity, the average duration of 
treatment (in all except 5 who had other tuberculous 
conditions necessitating a prolonged stay in hospital) was 
12-5 months. Of the patients discharged before 1947 
[number not specified], 43 were followed up for an average 
of 8-4 years, but the follow-up was incomplete. Only 
6 of the children were under 3 years of age on admission, 
the majority of the patients in relation to total admis- 
sions being in the age group 12 to 15 years (18 cases, 
24-7% of admissions). 

The effusion was right-sided in 52 cases, left-sided in 
26, and bilateral in 4. There were 4 known deaths, all 
from meningitis [but an unstated number of patients were 
not followed up]. Pulmonary tuberculosis developed in 
5 of the 78 children without this complication at the 
time of admission. Of 41 children followed up for a 
complete 5-year period, 4 developed pulmonary tuber- 
culosis. The author states that primary tuberculosis in 
childhood is more likely to be followed by the pulmonary 
form of the disease when pleural effusion is present than 
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when it is not, but that the incidence of pulmonary tuber- 
culosis after pleural effusion is lower in children than in 
young adults. 

[The statistics are based on an incomplete follow-up 
and the period of observation varied from 2 to 14 years; 
the figures, therefore, are not necessarily accurate. The 
fact that most of the patients were treated during the 
war should also be taken into consideration. The paper 
suffers from the common difficulties encountered in 
retrospective investigations. ] John Lorber 


58. The Relation of Child-bearing and Child-rearing 
to Pulmonary Tuberculosis 

D.L.PuGu. British Journal of Tuberculosis and Diseases 
of the Chest (Brit. J. Tuberc.] 49, 206-216, July, 1955. 
33 refs. 


An analysis is presented of 124 cases of pulmonary 
tuberculosis complicated by pregnancy and child-rearing 
occurring in the mid-Kent area during the period 1944-53 
compared with 140 cases occurring in non-pregnant 
women of the same economic and social status. In 50 
of the former group tuberculosis was diagnosed before 
pregnancy and was active at the time of pregnancy 
(Group I); in 32 the disease was diagnosed before 
pregnancy, but was inactive at the time of pregnancy 
(Group II); in 10 tuberculosis was first diagnosed during 
pregnancy (Group III); and in 32 it was diagnosed 
within 2 years of the end of pregnancy (Group IV). 
In Group I there were 43 cases of early or chronic exuda- 
tive disease, 23 of the 50 patients receiving active treat- 
ment; in Group II, containing 20 cases of exudative 
disease, 5 patients received active treatment; in Group 
Ill, with 8 cases of exudative disease, 3 patients received 
active treatment; and in Group IV, which included 31 


cases of exudative disease, 11 patients received active 


treatment. The remaining 22 cases were of pleural 
effusion. Of the 42 patients treated, only 4 received 
chemotherapy alone, the others receiving collapse therapy, 
which was combined with chemotherapy in one case. 
The control series contained 121 cases of early or chronic 
exudative disease and 19 of pleural effusion. Active 
treatment was given in 72 cases (51-4% compared with 


33-9% in the previous series) and again consisted mainly 


in collapse therapy, only 16 patients receiving chemo- 
therapy. On assessment 6 months after delivery (or 
after diagnosis in Group IV) 33-1% of the recently 
pregnant patients showed deterioration compared with 
27-1% of the control series, but on final assessment at 
the end of the period of observation the proportions were 
38-7% and 37-9% respectively. 

The results of this investigation confirm the view that 
tuberculous disease in pregnancy should be treated as if 


_the pregnancy did not exist, the therapeutic response being 


directly proportional to the nature and extent of the 
lesion at the time that treatment begins. If the lesion is 
early or minimal and controlled by treatment, pregnancy 
should be allowed to continue, but if the disease pro- 
gresses under these conditions it may be necessary for 
the safety of the mother to perform therapeutic abortion 
before the end of the third month. If pregnancy has 
advanced beyond this point before tuberculosis is diag- 


nosed, it should be allowed to go on until the 32nd 
week and should then be terminated either by induction 
of labour or Caesarean section. A long second stage 
of labour should be avoided, the puerperium should be 
prolonged, and the mother should not feed the child. 
Kenneth Marsh 


59. Ante-mortem and Post-mortem Angiography of the 
Pulmonary Arterial Tree in Advanced Tuberculosis 

R. Cicero and A. CeLis. American Review of Tuber- 
culosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 
71, 810-821, June, 1955. 6 figs., 21 refs. 


Angiography was carried out at the General Hospital, 
Mexico City, in 29 cases of far-advanced pulmonary 
tuberculosis in patients who were admitted in extremis 
and died a few days later. The angiograms revealed 
wide destruction of much of the pulmonary arterial tree 
involving both large and small vessels. In cases of 
extensive destruction vessels surrounding the walls of 
the cavities were thin and flexuous. Histologically, the 
lesions were seen to be those of endarteritis obliterans, 
this process being observed not only when there was 
disease in the surrounding parenchyma. In miliary 
tuberculosis the angiographic appearances were normal 
and there was no pathological change in the arteries. 

E. G. Rees 


60. The Relationship of Predominance of Lesions in 
the Right versus the Left Lung to the Prognosis of Advanced 
Pulmonary Tuberculosis before Chemotherapy 

R. S. MrTcHeLt. American Journal. of the Medical 
Sciences [Amer. J. med. Sci.] 229, 651-654, June, 1955. 
5 figs., 10 refs. 


Of 1,504 consecutive patients admitted to Trudeau 
Sanatorium, 1930 to 1939, with advanced pulmonary 
tuberculosis without major complications, over 90% were 
followed to death or 1953 to 1954. Among various 
factors studied was the predominance of lesions in the 
right versus the left lungs. Correcting roughly for dif- 
ferences in extent of disease, the tuberculosis morbidity 
and mortality experience for the next 20 years was 
consistently more favorable in those patients whose 
lesions were predominant in the left lung than in those 
with predominantly right lung disease. A possible 
physiologic and anatomic explanation for this finding i is 
discussed.—[Author’s summary.] © 


61. Principles in the Treatment of Pulmonary Tuber- 
culosis 


-C. H. C. Toussaint. British Journal of Tuberculosis and 


Diseases of the Chest (Brit. J. Tuberc.] 49, 102-111, April, 
1955. 11 figs., 9 refs. 


In a previous paper (Trans. med. Soc. Lond., 1952 
67, 36) the author described the results obtained with 
collapse therapy and prolonged rest in bed in 196 cases 
of pulmonary tuberculosis, the majority of these cases 
being treated before the introduction of chemotherapy. 
Only 69 of the patients were later admitted to a sana- 
torium. A follow-up of the whole series in 1954 showed 
that the disease process was arrested in 141 cases and 
stationary in 19; 36 patients had died. These results, 
which “‘ fully justified the method used ”’, and the advent 
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of chemotherapy led the author, working at the Willesden 
Chest Clinic and Central Middlesex Hospital, London, 
to put forward five principles for the effective medical 
treatment of pulmonary tuberculosis. (1) Prolonged and 
absolute rest in bed to decrease respiratory activity and 
to allow diseased bronchi to contract and become 
occluded. This should continue for a period of 6 months 
when tubercle bacilli are present in the sputum, even if 
the lesions are small, and will ensure mental rest, the 
need for which is stressed. (2) Complete elimination of 
cough. This is achieved by adequate instruction of the 
patient, prohibition of smoking, and, when necessary, 
_ administration of drugs. The author emphasizes the 

role of coughing in the maintenance of cavities. (3) 
Postural rest. The patient should be maintained day 
and night, except for the short periods required for meals 
and toilet, in such a position that the cavity is dependent. 
(4) Limited use of chemotherapy. It is the author’s 
practice to give 1 g. of streptomycin daily, 16 g. of PAS 


daily, and 100 mg. of isoniazid twice a day. (5) Artificial 


pneumothorax and diaphragmatic elevation. In the 
author’s view cavity closure must be secured before 
induction of artificial pneumothorax, the latter then being 
employed as a relaxation measure during rehabilitation. 
Artificial pneumothorax can often be abandoned with 
safety after about 18 months. 

After recovery patients are advised to take adequate, 
regular meals and to avoid coughing, smoking, and 
getting over-tired. Thoracic surgery, it is suggested, 
should be regarded as an auxiliary to medical treatment 
and should be used to maintain pulmonary relaxation 
after cavity closure has been achieved. L. Capper 


62. The Clinical Significance of Positive Cultures and 
of Isoniazid-resistant Tubercle Bacilli during the Treat- 
ment of Pulmonary Tuberculosis. Report to the Tuber- 
culosis Chemotherapy Trials Committee. of the Medical 
Research Council 

W. Fox and I. SUTHERLAND. Thorax [Thorax] 10, 85- 
98, June, 1955. 43 refs. 


To determine the clinical significance of the develop- 
ment of bacterial resistance to isoniazid the progress 
was studied of 234 patients with pulmonary tuberculosis 
who were given isoniazid alone in a dosage of 100 mg. 
twice a day for 3 months. At-the start of treatment the 
sputum in all cases contained organisms sensitive to the 
drug. At the end of 2 months sputum culture was 
negative in 91 cases and sensitivity tests in the remaining 
143 showed sensitive strains in 58, moderately resistant 
strains in 47, and strongly resistant strains in 38. Patients 
whose clinical condition was favourable at the start of 
treatment were more frequently sputum-negative at 2 
months than those who had pyrexia, an increased 
erythrocyte sedimentation rate (E.S.R.), or extensive 
cavitation. Isoniazid-resistant organisms were more 
often found in sputum-positive patients with extensive 
cavitation initially than in those with little or no cavi- 
tation. When allowance was made for differences in 
the extent of ‘initial cavitation, 75% of patients with 
negative sputum showed radiological improvement, com- 
pared with 55% of the positive-sensitive group and 46% 
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of the positive-resistant group. Patients with resistant 
organisms at the end of 2 months did not respond so 
well as those with sensitive organisms. Examination 
of the radiographs at monthly intervals did not indicate 
that the emergence of isoniazid-resistant strains was 
responsible for this difference, which the authors attribute 
to a particular host response or to the type of disease, 
Among patients with an initial E.S.R. of 21 mm. in one 
hour or more, the standardized percentages of those 
with a normal sedimentation rate (0 to 10 mm.) at the 
end of 3 months were 35 in the sputum-negative group 
and 19 in the sputum-positive group. Of the patients 
with isoniazid-sensitive strains in the sputum at 2 months, 


_ 27% gave a positive result on direct examination at 


3 months compared with 65% of those with resistant 
strains, but there was no evidence of change in the size 
of the bacterial population as a consequence of the 
emergence of resistant organisms. 

The authors conclude that in patients receiving iso- 
niazid alone the early disappearance of bacilli from the 
sputum is a favourable sign, but that the development 
of isoniazid resistance indicates an adverse prognosis 
and probably also the loss of clinical effectiveness of the 
drug. I. Ansell 


63. Isoniazid in Single and Multiple Drug Regimens 
in the Treatment of Pulmonary Tuberculosis of Recent 


Origin 

D. REIsNer, L. R. and D. WIDELOCK. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.] 71, 841-859, June, 1955. 17 refs. 


At Sea View Hospital, Staten Island, New York, 107 
patients with pulmonary tuberculosis of recent origin 
were treated for at least 6 months with isoniazid alone, 
or isoniazid combined with streptomycin, or isoniazid 
with PAS. In 75% of the patients the disease was 
moderately or far advanced. The dosages of the drugs 
were: isoniazid 6 to 8 mg. per kg. body weight daily; 
streptomycin 1 g. twice a week except for acutely ill 
patients, who were given 1 g. daily; and PAS 12 g. daily. 
Of the 107 patients, 35 received isoniazid alone, 44 
isoniazid and streptomycin, and 28 isoniazid and PAS, 
most of the patients with far-advanced disease receiving 
isoniazid and streptomycin. 

Prompt subjective improvement was noted in all three 
groups, the response being most pronounced in patients 
who were acutely ill. Toxic effects were mild and of 
short duration. In three-quarters of the patients there 
was moderate or marked radiological improvement; the 
authors noted, however, that marked radiological 
improvement was observed less frequently in the group 
receiving isoniazid alone, which included a much larger 
proportion of patients with minimal lesions unlikely to 
show pronounced radiological change. Of 90 patients 
with positive sputum before treatment, 58 had achieved 
sputum conversion at the end of one month and 82 at 
the end of 6 months. In all the patients who continued 
to have a positive sputum, bacterial resistance in some 
degree had developed. Only in the group given iso- 
niazid and PAS was sputum conversion invariable. The 
authors conclude that antimicrobial therapy exerts its 
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greatest effect in early exudative disease, and that 
jsoniazid combined with streptomycin or with PAS is 
more effective than isoniazid alone, which, however, 
may prove useful if given for ‘* short periods and before. 
emergence of bacterial resistance 

L. Capper 


64. Isoniazid (INH), PAS and Streptomycin in Pul- 
monary Tuberculosis. [In English] 

THE THERAPEUTIC TRIALS COMMITTEE OF THE SWEDISH 
NATIONAL ASSOCIATION AGAINST TUBERCULOSIS. Acta 
tuberculosea Scandinavica [Acta tuberc. scand.| 30, 165- 
194, 1955. 16 figs., 10 refs. 


The effect of isoniazid, alone and with PAS, was 
compared with that of other chemotherapeutic agents 
in the treatment of 443 cases of pulmonary tuberculosis 
distributed among 13 Swedish sanatoria and tuberculosis 
departments and divided into one control and two test 


- ‘groups of similar age and sex distribution. Most of the 


218 patients in the control group were treated with PAS 
and streptomycin, the rest receiving PAS only or PAS 
and thiacetazone. Of the two test groups, one (156 
patients) received isoniazid only, while the other (69 
patients) received isoniazid and PAS. Only patients who 
showed definite activity of the tuberculous process were 
included in the trial, and the period of treatment was 
3 months in all cases. A detailed examination, including 
clinical appraisal and pathological and bacteriological 
examination, was carried out in each case before treat- 
ment was started. Isoniazid was given by mouth in 
doses of 4 mg. per kg. body weight daily except in 39 
cases in the first test group, in which doses up to 8 mg. 
per kg. were used. PAS was given in daily doses of 
10 g. in 4 portions, and streptomycin or dihydrostrepto- 
mycin in doses of 1 g. per 70 kg. daily for the first week 
and 3 times weekly thereafter. 

The cases were classified clinically as follows. (1) 
Clinically active primary tuberculosis, including tuber- 
culosis in children. (2) Acute exudative tuberculosis. 
(3) Cavernous tuberculosis suitable for collapse therapy 
other than artificial pneumothorax. (4) Chronic ad- 
vanced tuberculosis unsuitable for any form of collapse 
therapy. (5) Other categories [unspecified]. 

Analysis of the results showed no statistically signi- 
ficant difference between the effects of the various forms 
of chemotherapy on the temperature, erythrocyte sedi- 
mentation rate, differential leucocyte count, volume of 
sputum, pulse rate, and blood pressure. Combined 
treatment with isoniazid and PAS, however, was signifi- 
cantly superior to the other forms of treatment used in 
respect of radiological improvement and reduction of 
the number of tubercle bacilli in the sputum. 

No definite evidence of the development of bacterial 
resistance to PAS or streptomycin was found, but in 
some of the cases treated with isoniazid alone resistance 
to the drug developed as early as the sixth week of treat- 
ment, and by the twelfth week half the strains examined 
were resistant. However, the combination of PAS with 
isoniazid was successful in delaying the development of 
resistance to the latter. Gain in weight was more rapid 
among the patients given isoniazid only than in the other 
groups. 


Side-effects of the drugs were in no case very trouble- 
some. Nausea, vomiting, and anorexia were the com- 
monest, especially in patients treated with isoniazid and 
PAS, though not in those treated with PAS and strepto- 
mycin. Treatment had to be stopped because of drug 
intolerance in 7 control and 4 test cases. 

[This important paper should be read in full. The 
results, if confirmed, will provide further justification for 
withholding the, injections of streptomycin so dreaded 
by many patients and instituting treatment by mouth 
alone with isoniazid and PAS (cf. Scadding, Lancet, 
1955, 2, 99). The most serious criticisms that can be 
made are that the period of treatment—3 months—was 
too short and that the results in the various clinical 
categories are not analysed separately. It would be of 
great interest, for instance, to know the effects of drug 
treatment on primary tuberculosis per se, as the indica- 
tions for the use of drugs in this form of tuberculosis 
are not at all clear; however, only prolonged follow-up 
studies will show whether complete healing can be 
obtained in cases of primary tuberculosis and development 
into open and active forms lessened or prevented by the 
use of drugs. This need for prolonged observation, of 
course, applies as well to the other categories investi- 
gated.] I. M. Librach 


EXTRA-RESPIRATORY TUBERCULOSIS. 


65. The Natural History of Peripheral Tuberculous 
Lymphadenitis Associated with a Visible Primary Focus 
F, J. W. and J. M. CAsHMAN. Lancet [Lancet] 
1, 1286-1289, June 25, 1955. 2 figs., 6 refs. 


At the Royal Victoria Infirmary, Newcastle upon 
Tyne, the authors have studied tuberculosis of regional 
lymph nodes in the neck, groins, and axillae of 40 children 
with a visible primary focus. All the children were 
tuberculin-positive and were observed for at least two 
years after infection. The authors state that tuberculous 
lymphadenitis is still common in the North-east of 
England, 224 cases being encountered in a total of 
11,400 children admitted to the hospital in 1947-53. 
In the 40 cases the primary foci were distributed 
as follows: nose, 1 case; face and scalp, 11 cases; eye, 
4; mouth, 5; tonsil, 5; arm, 2; legs, 5; knee, 3; and 
foot, 4. The lymph-node groups involved were: —_ 
auricular (1), pre-auricular (8), neck (16), axilla (2), and 
groin (13). 

Only 15 of the patients had any systemic illness at the 
time the lymph-node swelling was first noticed, which 
in 23 cases was an accidental finding by the mother or 
child. In no fewer than 23 cases the nodes had softened 
to form abscesses when they were first detected. Calcium 
was found at the site of the regional lymph nodes in 28 
cases, 4 patients had undergone. excision of the affected 
nodes, 2 had been infected only just over 2 years, and 1 


patient died. No calcification was seen in the remaining . 


5 cases, possibly because “ all the caseous material was 
discharged’. In most cases calcification appeared in 
the second and third years after infection. It is sug- 
gested that “in England the presence of calcium can 
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therefore be used as diagnostic evidence and to estimate 
the time since primary infection ”’. 

In 36 cases radiographs of the chest and abdomen 
were taken 2 or more years after infection. Only one 
patient, who was known to have an active primary lesion 
in the chest when the primary lesion on the skin was 
discovered, had calcified hilar nodes. Complications 
were miliary tuberculosis and fatal tuberculous menin- 
gitis (1 case); erythema nodosum (3 cases); phlyctenular 
conjunctivitis (3 cases); erythema nodosum and phlyc- 
tenular conjunctivitis (1 case). Softening of the lymph 
nodes occurred in all except 6 cases; in a few instances 
this did not take place until a year or more after infection 
and after calcium had appeared. John Taubman 


66. The Pathogenesis and Treatment of Tuberculosis 
of the Cervical Lymph Nodes in Children. (Zur Patho- 
genese und Therapie der kindlichen Halslymphknoten- 
- tuberkulose) 

H. Simmon and L. WEINGARTNER. Tuberkulosearzt 
[Tuberkulosearzt] 9, 322-331, June, 1955. 1 fig., 30 refs. 


The authors review 217 cases of tuberculous cervical 
lymphadenitis in children treated at the University 
Surgical and Paediatric Clinics, Leipzig, between 1944 
and 1954. Most of the infections were thought to be 
of bovine origin, but bacteriological facilities were not 
available to prove this. The authors state that such a 
large number of cases was not unexpected, since some 
35 to 40% of cattle in Germany are infected with tuber- 
culosis. Further circumstantial evidence in favour of a 
predominantly bovine origin of the infection were the 
facts that the series included only 4 infants under one 
year, that in only 20% of the cases was there known 
household contact with tuberculosis, and that a dispro- 
portionate number of the cases came from rural districts. 
Of the total number of patients, in 171 the lesion was 
considered to be primary (resulting in 4 deaths). In 
the remaining 46 the cervical lymph-node involvement 
was secondary to primary intrathoracic or other tuber- 
culous foci in the body; in this group there were 6 deaths, 
one of which was due to generalized lymph-node involve- 
ment which ran a protracted and fluctuating clinical 
course over several years. Bilateral cervical node 
involvement was not uncommon, even in the primary 
cases; the tonsillar nodes were those most commonly 
involved (149 cases). A primary focus in the tonsils, 
pharynx, or mouth was rarely detected. The majority 
of the 10 deaths were due to miliary spread of the disease 
and occurred before antibiotics were available. In 10 
other cases non-fatal haematogenous spread took place, 
resulting, for example, in tuberculosis of bone. 

The authors state that even treatment with modern anti- 
biotics gives satisfactory results in only about half the 
cases. In their experience the treatment of choice is to 
give isoniazid for a few weeks combined with anti- 
biotic therapy, followed by removal so far as possible 
of all affected lymph nodes under cover of isoniazid and 
streptomycin. The advantages of this treatment are the 
absence of haematogenous spread after operation, the 
minimization of local extension, the avoidance of lupus, 
the almost invisible scar, the shortened course of the 


disease, and the rarity of relapses. Contraindications to 
operation are generalized tuberculosis and extensive 


_ bilateral lesions showing signs of breaking down. 


Routine or early tonsillectomy is neither practised by 
the authors nor recommended. The average duration 
of treatment and length of stay in hospital in this series 
was 4 to 5 months, including the period of convalescence. 
{Exact figures are not given for the treated groups, 
and there were no controls. The apparently reasonable 
recommendations are based on clinical impressions rather 
than on proved evidence.]} John Lorber 


67. Electrocardiographic Observations on Children 
with Tuberculous Meningitis during Treatment with 
Streptomycin. 
THTOM, HX CTPeNTOMHLHHOM) 

G. M. Sturskaya. /Jeduampua [Pediatrija| 52-54, 
No. 3, May-June, 1955. 


From the Medical Institute and Children’s Hospital, 
Astrakhan, the author reports an electrocardiographic 
study of 30 children with tuberculous meningitis, all of 
whom were treated with intrathecal and intramuscular 
streptomycin. A total of 75 electrocardiograms (ECGs) 
were recorded by means of standard leads and in some 
cases additional chest leads (1 and 4). The age distribu- 
tion of the children ranged from a few months to over 
7 years, 13 of them being aged between 3 and 5 years. 
At the time of this report 13 had recovered, 10 were still 
under treatment, and 7 had died. 

The patients were divided into three groups acesetnel 
to the course of the illness: (1) favourable (17 cases), 
(2) severe (6 cases), and (3) fatal (7 cases). In patients 
in Group 1 who had definite signs of meningo-encepha- 
litis the ECG was normal in 5 cases, showed lengthening 
of systole and reduced voltage in the P and T waves with 
a negative trend in T; in 10 cases, and an increased P-Q 
interval in one case. In the patients in Group 2 there 
was dissemination of the disease to other organs. In all 
these cases the ECG showed reduced voltage in the P 
and T waves and prolongation of systole. In some 
cases there was deviation of the S-T segment and in 2 
slowing of the A-V conduction time. On the whole the 
ECG changes were proportional to the severity of the 
illness. The ECGs from patients in Group 3 all showed 
(a) lowering of voltage in all leads, (6) sinus tachycardia, 
(c) an increase in the period of systole, (d) levelling out 
and deformity of the P and T waves, and (e) displacement 
of the S-T segment. In 2 cases there was also deformity 
of the QRS complex. Clinically, in all three groups the 
heart sounds were muffled, especially at the base, and in 
Group 3 the beginning and end of systole were indeter- 
minate. The author concludes that in most cases of 
tuberculous meningitis the ECG shows changes indica- 
tive of myocarditis, these changes becoming more marked 
with an increase in severity of the illness. Generally the 
ECG changes are of little significance in the Group-1 
type of illness. Early diagnosis, immediate admission to 
hospital, and treatment with streptomycin all help to 
decrease the frequency of severe myocardial involvement. 

Edward D. Fox 
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-~Venereal Diseases 


68. Local Treatment of Trichomonas Vaginitis 

R. D. CATTERALL and M. WILLIAMSON. British Journal 
of Venereal Diseases [Brit. J. vener. Dis.) 31, 119-123, 
June, 1955. 5 refs. 


The authors have studied the effects of local treatment 
in 215 cases of Trichomonas vaginitis treated at the 
Whitechapel Clinic of the London Hospital during 1953. 
Most venereologists would agree that the present methods 
of treatment of Trichomonas vaginitis are completely 
unsatisfactory, while their evaluation is complicated by 
the long period of observation required for determination 
of cure, by the consequent high defaulter rate, and by 
the difficulty of distinguishing between relapse and re- 
infection. The account of this investigation illustrates 
these difficulties only too well. 

The patients were divided into six groups, each of 
which was treated with one of the following preparations: 
(1) acetarsol; (2) milibis (bismuthoxy-4-N-glycolyl- 
arsanilate, containing 15% arsenic and 42% bismuth); 
(3) milibis in a more soluble base than is used in the 
standard preparation; (4) the non-arsenical drug 
“ aroxine ’’ (2-formamido-5-nitrothiazole); (5) and (6) 
analogues of aroxine. All the preparations were in the 
form of pessaries and treatment, generally with 2 pes- 
saries nightly, was continued for 2 weeks. Absence of 
clinical vaginitis for 3 months and negative vaginal 
smears after 3 menstrual periods were required as 
evidence of cure. 

It was concluded from the results obtained that none 
of these agents was satisfactory. Méilibis in both forms 
proved valueless, the condition relapsing within a month 
in 15 out of 22 cases, the remaining 7 patients defaulting. 
The results with aroxine and acetarsol were approxi- 
mately comparable, 5 out of 49 patients treated with the 
former and 6 out of 50 treated with the latter being 
cured, with a defaulter rate of approximately 50% in 
each case. The analogues of aroxine appeared to have 
no particular advantages over the original, which is useful 
for cases sensitized to arsenic. 

Of 97 male contacts of the patients, only 4 yielded 
trichomonads on examination of urethral smears, 
although 32 had non-specific urethritis. A. J. Gill 


G. O. Mayne. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 31, 98-105, June, 1955. 5 figs., 
12 refs. 


A study of the Registrar-General’s Statistical Reviews 
for England and Wales showed that deaths in males 
from stricture of the urethra in 1951 amounted to only 
38% of the figure for 1939. These figures reflect not only 
a true decrease in incidence but also in the incidence of 
septic complications, which can be ascribed to modern 
chemotherapy. Working at the Royal Infirmary, Edin- 


burgh, the author made a survey of the anatomical site 
and symptomatology in 100 cases of urethral stricture 
seen during a recent period of 5 years at one male 
venereal-disease clinic. The average age of the patients 
was 48 years, and in 69% the stricture was single, in 
26% multiple, in 2 cases it was of the tunnel type, and 
3 cases could not be classified with certainty. 
Classification according to site showed 46:4% of 
strictures to be in the bulbar urethra and, rather sur- 
prisingly in view of previous reports, 19-2% in the 
poste:_or urethra (24% if obstruction at the bladder 
neck due to “small fibrous prostate” is included). 
The symptomatology is described. In 51% of the cases 
there was acute retention at one stage or another and 
66% showed some degree of urinary infection. The 
average period from the time of infection to the stage 
of “ stricture symptoms ’”’ was 21 years, irrespective of 
the nature of the original infection. Dilatation was 
necessary an average of 4-8 times per year and the author 
supports Russell’s view that in cases easily managed by 
dilatation no surgical intervention is required. For 
difficult or impassable strictures excision with plastic re- 
construction should be performed. Complications of 
simple stricture occurred in 41% of cases, and there was 
a relatively high incidence of peri-urethral abscess, 
epididymitis, prostatic calcification, and fistula. The 
findings in this study suggest that stricture occurs more 
commonly as a late complication in cases of urethritis 
previously untreated rather than as the result of over- 
zealous instrumentation and irrigation which, the author 
concludes, are of less aetiological importance than has 
often been asserted. A. J. Gill 


NON-SPECIFIC URETHRITIS 


70. A Study of Non-gonococcal Urethritis, Presumably 
Venereal in Origin, Based upon 588 Infections in 529 
Patients = 
E. GarTMAN and A. LetBovitz. British Journal of 
Venereal Diseases (Brit. J. vener. Dis.] 31, 92-97, June, 
1955. 20 refs. 


During a period of 24 years, from January, 1951, to 
June, 1953, 2,486 cases of urethritis were seen at a U.S. 
Military Hospital in Korea, of which 1,943 proved to be 
cases of non-gonococcal urethritis and 543 of gonorrhoea, 
a ratio of 3-6 to 1. The authors made a special study in 
529 patients of 588 cases of non-gonococcal urethritis, 
of which 487 were primarily non-gonococcal and 101 
were residual infections following the treatment of 
gonorrhoea, the purpose of this study ‘being threefold: 
(1) to obtain an adequate clinical picture of non- 
gonococcal urethritis; (2) to determine, if possible, the 
aetiology; and (3) to outline a method of treatment. 
The incubation period of both gonococcal and non- 
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gonococcal infections appeared to have identical limits. 
The following are considered ta be the characteristic 
diagnostic features of non-gonococcal infection: (a) the 
presence of gross pyuria; (b) the presence or recent 
history of urethral discharge; (c) the absence of gono- 
cocci, Ducrey’s bacillus, Treponema pallidum, the tubercle 
bacillus, protozoan or metazoan organisms, or fungi in 
the urethral discharge; in addition it is important to 
exclude the possibility of mechanical irritation or tumours 
of the urethra. 

Of 1,390 cultures of the urethral discharge examined, 
only 161 (11-5%) were sterile. Of the various organisms 
grown, Staphylococcus pyogenes was by far the most 
common. A total of 106 patients were observed for 8 


weeks without treatment and acted as a control group; — 


in 62 of these cases (58-5%) the disease subsided spon- 
taneously. Of the remainder (including the 44 whose 
urethritis failed to clear spontaneously), 148 were treated 
with penicillin and among these the cure rate was esti- 
mated to be 41-9%, which was considerably below that 
of the control series; 134 were treated with streptomycin, 
with a cure rate of 47-1%, a rate also below that of the 
controls; chloramphenicol was given in 69 cases for 
“ bacterial’ infection and resulted in a cure rate of 
57-4%, or approximately the same rate as in the controls. 
In 45 cases of “ abacterial”’ infection chloramphenicol 
was considered to be 100% effective. Aureomycin pro- 
duced a cure in 79-4% of 180 patients and oxytetra- 
cycline in 70-2% of 64 patients. The authors conclude 
that the drugs of choice are oxytetracycline and aureo- 
mycin, given in a dosage of 250 mg. every 4 hours 
for one week to a total dosage of 10-5 g. The criteria 
for cure [not searching by most standards] were that 
a patient should be free from demonstrable discharge 
and gross pyuria for a minimum of 2 weeks and suffer 
no relapse after heavy drinking, prostatic massage, 
urethral dilatation, cystoscopy, heavy work, sports, or 
masturbation. The authors believe that the effect of 
chloramphenicol in the treatment of “* abacterial’’ in- 
fections must have some aetiological significance, for 
it seemed to them that the drug was probably attacking 
a specific entity. 

[The significance of bacteria grown in such cases is, 
however, hard to establish and the likelihood-that they 
are accidental or non-pathogenic contaminants is con- 
siderable.] A. J. King 


71. Comparison of Oxytetracycline and Chlortetra- 
cycline in the Treatment of Non-gonococcal Urethritis 

R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 31, 89-91, June, 1955. 6 refs. 


An earlier study by the author of the effects of various . 


antibiotics and sulphonamides in the treatment of non- 
gonococcal urethritis appeared to show that “ terra- 
mycin’ (oxytetracycline) and aureomycin (chlortetra- 
cycline) were the most effective of these drugs. It 
seemed, however, that all the antibiotics employed pro- 
duced much inferior results in cases which had been 
previously treated than in those previously untreated. 


It was also clear that the size of the total dose was | 


important, for better results were obtained, for example, 


with a total dose of more than 6 g. of oxytetracycline 
than with amounts between 4 and 6 g. 

In order to make a stricter comparison between oxy- 
tetracycline and aureomycin these drugs were given at 
St. Mary’s Hospital, London, to two groups of patients 
suffering from non-gonococcal urethritis who had had 
no previous treatment, the first group (107 patients) 
receiving between 5 and 6 g. of aureomycin and the 
second (65 patients) the same dosage of oxytetra- 
cycline. The proportion of failures in each group was 
computed by the statistical device of estimating the - 
cumulative failure rates after 2-or 3 months of observa- 
tion, the proportion of failures among those who ceased 
attendance being assumed to be the same as among those 
who remained under observation. Judged by this 
method, the failure rate was the satne with both drugs, 
namely, 25-5%. 

[This method of computing failures has its fallacies 
and these are more likely to take effect when the period 
of observation is short and the proportion of patients 
observed for the full period is low, as in the present 
study.] A. J. King 


SYPHILIS 
72. Syphilitic Reagin. A Physico-chemical Investiga- 
tion 


O. KANNER. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 25, 494-501, May, 1955. 1 fig., 
3 refs. 


Evidence suggesting that the reagin principle of 
syphilitic sera may be complex has been obtained at 
the Veterans Administration Hospital, Oteen, North 
Carolina. In order to concentrate the serum, strips of 
dry gelatin were placed in the sera to be tested, when 
water and other substances capable of diffusion entered 
the gelatin until equilibrium was reached. Tests carried 
out before and after such treatment on 130 sera giving 
strong’ or moderately strong’’ reactions [data on 
only 26 sera are presented] showed that with the exception 
of 3 sera no significant change in titre occurred with the 
quantitative Kolmer and Eagle complement-fixation tests, 
despite a two-_to six-fold concentration of the serum. 
In contrast, quantitative Kahn and Kline tests showed a 
rise in titre proportional to the diminution in volume of 
the serum. In 20 samples of low-titred sera (less than 
4 Kahn units) no significant change in titre occurred 
with either type of test. It was therefore suspected that 
two reagin principles were concerned, one of which was 
diffusible into gelatin. 

A separation of the two reagins was effected by repeated 
treatment of the sera with gelatin and reconstitution to 
the original volume with saline solution. After this 
treatment, the complement-fixation reactions became 
progressively weaker, while the flocculation-test titres 
persisted. It was not found possible, however, to elute 
the reagin from the gelatin. 

It is suggested that the reagin detected by the floccula- 
tion tests is a large molecule which cannot diffuse into 
gelatin, whereas that responsible for the complement- 
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fixation tests, for which the name “ co-reagin”’ is sug- 
gested, has.a smaller molecular size which enables it to 
diffuse into the gelatin. A. E. Wilkinson 


73. The Microflocculation Test of Pagniez in the Sero- 
logical Diagnosis of Syphilis. (La microflocculazione di 
Pagniez nella sierodiagnosi della lue) 

G. DALL’Acqua and G. Lapisa. Giornale di batterio- 
logia e immunologia [G. Batt. Immun.} 48, 22-28, May- 
June, 1955. 9 refs. 


The authors report, from the Institute of Hygiene and 
Microbiology, University of Turin, the comparable 
results obtained with various sero-reactions for syphilis 
which were carried out on 8,500 samples of serum, the 
main object being to assess the value of the micro- 
flocculation reaction of Pagniez.. The very simple tech- 
nique of this test and the method of preparation of the 
antigen are briefly outlined. It was found to give results 
which agreed well with those of the classic Wassermann 
reaction, especially for reactions graded as 3+ or 4+, 
but it tended to give a higher number of positive reactions 
in Grades 1+ and 2+. ; 

In addition to, the above tests the Kahn and the 
citochol reactions were also performed on 2,500 of these 
sera and the results subjected to statistical analysis. 
Assessing the qualitative result only, that is, positivity 
or negativity, and taking the Wassermann reaction as 
a standard, an index of resemblance (“‘ index Gini ”’) was 
worked out. By this index the Pagniez reaction was 
shown to be the most reliable, followed by the Kahn, 
and lastly by the citochol reaction, but the differences 
between the three tests were only very small. If only the 
degree of positivity was taken into account and the index 
of linear correlation calculated by the method of Bravais, 
then the order became citochol, Pagniez, and Kahn, 
again with a very narrow margin between them. The 
authors conclude that the Pagniez reaction compares 
well with the other reactions mentioned and that it is 
F. Hillman 


74. A Comparison of the Neurath and the Treponemal 
Immobilization Tests and their Correlation with Routine 
Serologic Tests 

E. T. Peterson, M. Ascu, and R. A. Boak. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
45, 778-785, May, 1955. 22 refs. 


The Neurath test, introduced in 1947 by Neurath et al. 
(Amer. J. Syph., 1947, 31, 436; Abstracts of World Medi- 
cine, 1948, 3, 191), if proved to be of comparable speci- 
ficity to the treponemal immobilization (T.P.I.) test, 
would be of great value in distinguishing biological false 
positive reactions from syphilitic reactions, as‘ it is 
adaptable for use in any serological laboratory. 

In this paper from the Veterans Administration Center, 
Los Angeles, the results of parallel testing with the T.P.1., 
Neurath, and standard serological tests for syphilis 
(S.T.S.) on 144 samples of serum, 85 from syphilitic and 
59 from other patients, are reported. The latter group 
included 39 with positive S.T.S. reactions and 14 others 
with signs suggestive of syphilis. The Neurath and 
T.P.I. reactions agreed in 88 instances (61:1%) and 


differed in 20 (13-9%); in the remaining 36 (25%) the 
Neurath test gave inconclusive results. These results 
are similar to those reported by Roy et al. (Amer. J. 
Syph., 1953, 37, 338; Abstracts of World Medicine, 
1954, 15, 122). Among 70 patients giving positive re- 
actions with the Neurath test, the T.P.I. test was negative 
in 15, including 7 who had received treatment for un- 
confirmed syphilis, while of 83 patients with positive or 
doubtful T.P.I. test results, 5 (6%) gave a non-syphilitic 
and 23 (29%) an inconclusive reaction to the Neurath 
test. In this series, therefore, the Neurath test was not 
of practical value in distinguishing biological false posi- 
tive reactions from syphilitic reactions as shown by the 
S.T.S. 

The sera were also subjected to the Kolmer and Kahn 
tests and the Kline and Kolmer tests, using cardiolipin 
antigens. The Kline reaction was positive in all cases 


‘in which any of the others was positive. The cardio- 


lipin Kolmer reaction was negative in 3 cases (4%) in 
which the T.P.I. reaction was positive, but positive in 20 
(33%) in which the T.P.I. was negative. The correspond- 
ing figures for the Kolmer test were respectively 22 (31%) 
and 10 (17%), and for the Kahn test 23 (39%) and 
13 (21%). Thus, the increase in sensitivity of the 
cardiolipin antigens is associated with a considerable 
loss of specificity. P. J. L. Sequeira 


'B. S. Kune. American Journal of Clinical Pathology 


[Amer. J. clin. Path.] 25, 971-974, Aug., 1955. 4 refs. 


76. Evaluation of Cardiolipin Antigen in Routine Wasser- 
mann Reactions 
S. SHaw. British Journal of Venereal Diseases (Brit. J. 
vener. Dis.) 31, 86-88, June, 1955. 19 refs. 

While there is general agreement on the increase. in 
sensitivity of serological tests for the diagnosis of syphilis 
due to the use of cardiolipin antigen, there are con- — 


- flicting views on its effect on the incidence of non-specific 


reactions. In the present paper the results are reported 
of the parallel testing of 7,337 sera at the London Lock 
and Charing Cross Hospitals with standard antigen 
diluted 1 in 15, as in the technique of Harrison and 
Wyler, and with cardiolipin antigen made up in accord- 
ance with the Whitechapel formula at optimum titre. 
More sera reacted with the cardiolipin than with the 
standard antigen. Of 74 sera from new cases of 
syphilis, 21 gave stronger reactions with the cardiolipin 
antigen and one with the standard antigen. Of 22 sera 
considered to give non-specific reactions, 8 reacted with 
the cardiolipin antigen only and 2 with the standard 
antigen only. Positive reactions with one or both 
antigens were obtained with 119 out of 2,772 sera from 
antenatal patients; of these, 74 (61%) reacted with the 
cardiolipin antigen only and 7 (6%) with the standard 
antigen only. About 4% of unselected sera and sera 
from treated cases of syphilis gave a positive reaction 
with the standard antigen only; the sera reacting with 
the cardiolipin antigen only represented 36% of all 
positive sera at the London Lock Hospital and 20% at. 


| 

| 
75. Optimal Cardiolipin, Synthetic _1~x-Dimyristoyl | 
| — 
| 


26 | VENEREAL DISEASES 


the Charing Cross Hospital. Quantitative titration of 
positive sera showed that cardiolipin antigen gave a 
higher titre than the standard antigen, the difference 
being usually one tube. Thus the cardiolipin antigen 
was more sensitive but less specific than the standard 
antigen, this loss. of specificity being most marked in 
sera from antenatal patients. P. J. L. Sequeira 


77. Anticomplementary Reactions in Syphilis 

F. Rappaport and G. J. Stark. British Journal of 
Venereal Diseases [Brit. J. vener. Dis.] 31, 106-107, 
June, 1955. 4 refs. 


In 1953 Lighter (Arch. Derm. Syph. (Chicago), 67, 362; 
Abstracts of World Medicine, 1953, 14, 375) demonstrated 
that anticomplementary reactions were seven times more 
common among patients with congenital syphilis than 
among those with an acquired infection, and the present 
authors, working at the Hadassa Municipality Hospital, 
Tel-Aviv, Israel, have confirmed this observation. In 
the course of these studies they also noted that anti- 
complementary reactions were common among patients 
with untreated primary syphilis. In order to investigate 
this problem further they examined syphilitic sera by 
means of a modified Kolmer complement-fixation test, 
including a second control tube containing 1-5 instead 
of 2 units of complement. They found that the sera 
giving anticomplementary reactions in this tube were 
those from recently-infected patients and from those 
with congenital syphilis. It is suggested that these 
reactions are due to circulating syphilitic antigen. 

P. J. L. Sequeira 


78. Further Studies on the Effect of Some Anticoagulants 
upon Sero-diagnostic Tests for Syphilis. II. Heparin, 
Thymol—Fluoride, Isotonic Oxalate, and Concentrated 
Citrate Solution 

R. D. CoLeman, M. D. APPLEMAN, and H. M. Kurtz. 
British Journal of Venereal Diseases {Brit. J. vener. Dis.] 
31, 108-112, June, 1955. 43 refs. 


From the Long Beach Clinical Laboratory, University 
of California, the authors report the results of parallel 
testing, with the V.D.R.L. slide test, the standard Kahn 
and cardiolipin Mazzini flocculation tests, and the Kolmer 
complement-fixation test, of blood serum and plasma 
treated with various anticoagulants. 

They found that in blood treated with heparin, sodium 
citrate, a thymol-sodium-fluoride mixture, and an iso- 
tonic potassium and ammonium oxalate mixture the 
flocculation tests were slightly more sensitive with plasma 
than with serum. A decrease in specificity, however, 
was found only with plasma treated with thymol-sodium- 
fluoride mixture, 5 of 20 negative specimens giving weak 
reactions with the V.D.R.L. or Mazzini tests. Oxalated 
plasma from patients with treated syphilis tended to give 
irregular results with the Kolmer test. Heparin- and 
thymol-fiuoride-treated plasma tended to give a slightly 
anticomplementary action, resulting in an apparent 
increase in sensitivity, but otherwise the results of the 
Kolmer test wer¢ in good agreement. The authors con- 
clude that the reagin content of plasma is equivalent to 
that of serum, that the completion of clotting is not 


required for the release of these antibodies, and that the 
anticoagulants used tend to increase the sensitivity of 
flocculation tests and are frequently slightly anticom- 
plementary. P. J. L. Sequeira 


79. Experience with a Combined Dried-blood Reaction 
for Syphilis. (Erfahrungen mit einer kombinierten 
Trockenblutreaktion auf Lues (Cardiolipin-Trockenblut- 
MKR. ID) 

R. FiscHer, I. Faust, H. Meyer, and W. WIEGANDT. 
Medizinische [Medizinische] 983-986, No. 27/28, July 9, 
1955. 1 fig., 5 refs. 


A micro-flocculation reaction for the diagnosis of 
syphilis which can be carried out with a dried blood-drop 
has obvious advantages, especially for the testing of large 
numbers of persons in a mass case-finding campaign, 
but so far the accuracy of such methods, except in the 
most expert hands, has been less than that of the standard 
tests. The authors, working at the Municipal Hospital, 
Kassel, have elaborated a technique in which a cardio- 
lipin reaction using V.D.R.L. antigen is combined with 
the M.K.R. II test of Meinicke, as modified by Fischer 
and Torchi. Both tests are carried out on a single slide, 
on which 3 drops of blood are allowed to dry, two of 
which are used for the two dilutions of Meinicke antigen 
and the third for the cardiolipin. [For details of the 
technique the original should be consulted.] On pro- 
longed storage of the dried blood an initially positive 
Meinicke reaction gradually becomes negative, whereas 
the cardiolipin reaction remains unaltered. 

A series of 500 sera, including those of 52 known 
syphilitics, were examined, the results of the slide tests 
on dried blood being compared with those of the Wasser- 
mann reaction using human heart and syphilitic liver as 
antigens, the citochol reaction, and in many cases also 
the Kahn and V.D.R.L. slide tests. Agreement between 
the results was good, any positive macro-reaction being 
accompanied by a positive reaction in at least one, but 
usually in both, the dried-blood micro-tests. The 
cardiolipin test was slightly superior to M.K.R. II test on 
dried blood. A number of false positive reactions 
occurred which were attributable to technical errors; 
in other cases only one of the two slide tests was involved. 
Technically, the tests are easy to carry out and are 
recommended for large-scale investigations. 

F. Hillman 


80. Some Observations on the Course of Treated 
Syphilitic Primary Optic Atrophy 
R. D. Haun, H. E. ZELLMANN, H. Nagutn, E. S. Cross, 
and D. M. Marcus. Journal of Chronic Diseases [J. 
chron. Dis.) 1, 601-621, June, 1955. 9 figs., 20 refs. 
The course of treated syphilitic primary optic atrophy 
has been studied in 233 cases at Johns Hopkins Hospital, 
Baltimore. Because of the relatively small number of 
patients and the varying treatment previously given it 
was impossible to consider each form of therapy sepa- 
rately. For the purposes of this study the patients were 
divided into 5 groups according to the regimen followed 
after they were first seen at the hospital: (1) no treat- 
ment; (2) metallotherapy; (3) malaria therapy, with or 
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without metallotherapy; (4) penicillin and malaria 
therapy; and (5) penicillin without malaria therapy. 
Only patients with initial visual acuity greater than 
10/200 were included, “‘ thus eliminating the fallacy of 
considering non-progression of an ‘ industrially blind’ 
patient as a treatment success ”’. 

It was found that in patients with initial visual effi- 
ciency of more than 40% the rate of progression was 
significantly slower than in those with initial visual 
efficiency of 40% or less,’ and the authors [justifiably] 
attribute this largely to the treatment given. Of 141 
patients followed up after receiving various forms of 
antisyphilitic treatment, one-third showed progression 
of the disease during the first year, one-half at 2 to 3 
years, and two-thirds at 4 to 5 years. The rate of pro- 


gression after treatment did not appear to be significantly — 


influenced by the spinal-fluid cell count before treatment 
started. The authors state that the results in these 
cases may have been influenced to a variable degree by 
previous treatment given elsewhere, which also precluded 
accurate comparison of the treatment regimens used. 
Further, to estimate the efficacy of treatment in any 
disease the prognosis in the absence of such treatment 
should be known; this is not known in the case of 
syphilitic optic atrophy. They emphasize the difficulty 
of attempting evaluation of treatment in a chronic, 
variable disease in the absence of untreated controls. 
A. J. Gill 


81. Cardiovascular Syphilis. A Clinical Study of 578 
Cases 

J. F. O’Brien, C. A. SmirH, and M. A. FIsHERKELLER. 
British Journal of Venereal Diseases {Brit. J. vener. Dis.] 
31, 74-85, June, 1955. Bibliography. 


After an extensive review of the literature on the 
various manifestations and treatment of cardiovascular 
syphilis the authors describe their experience in the 
treatment of 578 patients, in whom the condition was 
diagnosed before 1947, under the Venereal Disease 
Program of the Chicago Board of Health, the minimum 
period of follow-up being 5 years. The results are ana- 
lysed in ten tables [the details of which must be studied 
in the original paper]. These deal principally with the 
influence on the survival rate of age of the patient, sex, 
type of lesion, length of time between the primary infec- 
tion and onset of the cardiovascular symptoms, mode of 
treatment, serological status, and radiological and electro- 
cardiographic findings. One table shows the fate of 
those patients whose condition deteriorated owing to 
progression of the syphilitic aortitis to aortic regurgita- 
tion and/or aneurysm, and another compares the life 
expectancy of patients suffering from the various types 
of cardiovascular syphilis with that of the general 
population. 

The principal conclusions reached are: (1) untreated 
or inadequately treated cardiovascular syphilis shortens 
the expectation of life; (2) the prognosis is poorer for 
males than for females and (in the U.S.A.) is poorer for 
whites than for negroes; (3) adverse prognostic signs are 
precordial pain, electrocardiographic changes in the T 
wave or QRS complex, and cardiac decompensation; 


(4) cardiovascular syphilis affects patients at a younger 
age than has hitherto been thought to be the case; 
(5) the co-existence of neurosyphilis and cardiovascular 
syphilis is more frequent than is generally believed. 
Most of these patients had been treated with arsenic 
and bismuth (without much benefit) and only 45 with 
penicillin after this became available. The authors 
regard penicillin as the drug of choice and advocate 
a course of 6,000,000 units or more, administered 


_over 2 to 3 weeks. They consider that this should be 


given however late in its course the disease is recognized, 
as it may still be of some benefit. A. Fessler 


82. Failure of Adequate Treatment in Preventing Cardio- 
vascular Syphilis 

C. W. Barnetr. Stanford Medical Bulletin (Stanford 
med. Bull.| 13, 234-238, May, 1955. 9 refs. 


From the Stanford University Syphilis Clinic, San 
Francisco, comes a report of 44 cases in which aneurysm 
or aortic disease developed from one to 20 years after 
adequate antisyphilitic treatment. All except one of 
the patients received arsenicals and bismuth, 2 of these 
being given penicillin as well; the remaining patient 
was treated with penicillin only. The series included 
18 cases of neurosyphilis, 16 of latent syphilis, 2 of 
benign tertiary and neurosyphilis, and 7 of benign 
tertiary syphilis. Only one patient was treated in the 
primary stage (and this, incidentally, was a second 
infection). 

The author states that serological tests are generally 
considered to be important in judging the effect of 
treatment; in 19 cases in the series the results of such 
tests were negative or doubtful and no correlation could 
therefore be detected between the serological response 
and the clinical outcome. He does not consider that 
any reasonable amount of chemotherapy will guarantee 
protection from the subsequent development of cardio- 
vascular syphilis. Finally, he deprecates the “* wide- 


spread tendency to give penicillin on any suspicion of — 


syphilis and then to dismiss the patient as being safe 
from any complications ”’. V. E. Lloyd 


83. The Rectal Administration of Penicillin in Venereo- 
logy. (Penicilina por via rectal en nuestra especialidad) 
J. O. AGNETA and E, B. Moutna. Revista argentina de 
dermatosifilologia ~Rev. argent. Dermatosif.] 39, 29-31, 
Jan.—March., 1955 [received Aug., 1955]. 


The authors report, from the Faculty of Medicine, 
Buenos Aires, the results in 10 patients with early syphilis 
who were treated with 600,000 units of penicillin in the 
form of rectal suppositories, 2 of which were inserted 
daily for 10 days. In 9 cases the disease was a primary 
infection, 5 of the patients being seronegative and 4 
seropositive; 4 patients were given in addition 20 intra- 
muscular injections of liposoluble bismuth. 

Dark-ground examination carried out before treatment 
and at 3, 8, and 24 hours after it in each case showed no 
treponemes by 24 hours. The Wassermann and Kahn 
serological tests for syphilis were performed at the 
beginning of treatment and at 3, 10, and 20 days, and 
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thereafter monthly for 6 months. The seronegative 
patients remained so, while reversal of the serological 
reaction occurred in the remainder, as occurs when 
penicillin is given intramuscularly, clinical resolution of 
the initial lesions being equally satisfactory. The 10th 
patient had florid secondary syphilis, but this had 
entirely subsided by the tenth day of treatment. (Rectal 
suppositories of penicillin were also employed with good 
result in the treatment of 12 children with pyodermatitis, 
impetigo, and impetiginized eczema.) 

[This paper reminds us that penicillin can be given 
per rectum (as well as by mouth) in those cases where 
intramuscular injections are not possible.] 

Eric Dunlop 


84. The Treatment of Early Syphilis with Benzathine 
Penicillin. (Tratamiento de la sifilis precoz con DBED) 
J. Gay Prieto and M. Orusco HERNANDO. Actas 
dermo-sifiliograficas {Act. dermo-sifiliogr. (Madr.)| 46, 
570-586, March, 1955. 2 figs. 


The authors have studied the blood penicillin levels 
in 22 cases of early syphilis treated with a single dose of 
2-4 mega units of benzathine penicillin. The drug was 
dissolved in 6 ml. of double distilled water and 3 ml. 
injected into each buttock. The method used for assess- 
ing the penicillin content of the serum is outlined. In 
all cases therapeutically effective levels of the antibiotic 
’ were maintained for at least 15 days after injection, the 
values at that time ranging from 0-06 to 0-03 (average 
0-045) Oxford units per ml. of serum. Eric Dunlop 


85. The Long-term Results of Intensive Treatment of 
Early Syphilis with Arsenic and Bismuth. (Resultados 
alejados de los tratamientos quimioterapicos intensivos 
en la sifilis reciente) 

J. L. CARRERA. Revista argentina de dermatosifilologia 
[Rev. argent. Dermatosif.] 39, 37-41, Jan.—March, 1955 
[received Aug., 1955]. 8 refs. 


The author records the good results obtained at the 
University Dermatological Clinic, Buenos Aires, in the 
treatment of early syphilis with arsenic and bismuth 
given in intensive courses. Of 439 patients treated 
intensively for 3 weeks in hospital with arsenoxide and 
liposoluble bismuth, treatment had to be suspended in 11. 
Of 136 of these patients subsequently followed up, only 
in one was a relapsed chancre seen (in a patient who 
had received arsenic only); there Were 3 cases of re- 
infection. Intensive treatment was followed by con- 
solidatory courses of liposoluble bismuth when the 
patient attended for follow-up examination. 

Serological tests showed that 53 (79°) of the 67 cases 
of seropositive primary syphilis were seronegative after 
the initial course of intensive therapy, 66 (98-5%) after 
the first consolidatory course of bismuth, and 67 (100%) 
after the second. Similarly, of the 66 patients with 
secondary syphilis, 39 (59%) were seronegative after the 
initial intensive treatment and all became so after the 
second course of bismuth. The 6 cases of primary 
syphilis which were seronegative before treatment re- 
mained so. The cerebrospinal fluid (C.S.F.) was exa- 
mined in 99 cases between 1 and 5 years after the start 


of treatment and was found to bé normal in every case 
Of the patients who defaulted after receiving only the 
initial intensive treatment, 11 were re-examined clinically, 
serologically, and by lumbar puncture 2 to 5 years later; 
in all 11 the serological reaction was negative and the 
C.S.F. normal. The author considers that the intensive 
use of bismuth was the main factor in producing these 
good results. Eric Dunlop 


86. Bismuth as the Sole Tréatment for Early Syphilis, 
(El bismuto empleado como unica medicacién en el 
tratamiento de la sifilis reciente) 

J. L. CARRERA. Revista argentina de dermatosifilologia 
[Rev. argent. Dermatosif.] 38, 132-136, July—Dec., 1954 
[received June, 1955]. 


The author first used bismuth in 1936 as the sole 
method of treatment of syphilis; with the advent of 
penicillin he agrees it is no longer justified to use bismuth 
alone, but nevertheless he considers it useful to record 
the excellent results that were obtained by this method, 
quoting in support the work of many authors of various 
nationalities. Details of the methods of treatment and 
the results obtained are given at length [but are mainly 
now of historical interest]. The author concludes that 
until penicillin has stood the test of time bismuth is the 
surest medicament for the treatment of syphilis, resulting, 
in the author’s experience, in clinical and serological cure 
in close on 100% of cases. Eric Dunlop 


87. The Problem of Reinfection with Syphilis. (El 
problema de las reinfecciones sifiliticas) 

J. L. Carrera. Revista argentina de dermatosifilologia 
[Rev. argent. Dermatosif.} 38, 114-123, July—Dec., 1954 
[received June, 1955]. 


The author, writing from the Faculty of Medical 
Sciences, Buenos Aires, presents a critical review of 
published work on reinfection with syphilis. He states 
that the statistical concept of treatment “ failures ”’ (with- 
out distinguishing cases of reinfection) has proved mis- 
leading; syphilologists are now accepting less rigid diag- 
nostic criteria in determining the occurrence of reinfec- 
tion in syphilis; but the mistakes of previous years 
cannot be corrected and, therefore, statistics for much 
of the work on the treatment of syphilitic patients are 
almost valueless. 

The author then gives some statistical details of 147 
cases of reinfection with syphilis occurring among 6,006 
patients with treated early syphilis, an incidence of 22%. 
He has never seen relapse lesions, either primary or 
secondary in type, in well-treated cases of early syphilis ; 
this he attributes to the use of bismuth. In his view the 
increase in the number of reinfections in the last 10 years 
is to be attributed to the general increase of infectious 
syphilis during the war and post-war years rather than to 
new methods of treatment. In patients treated with 
penicillin and bismuth in intensive short courses of 
therapy there have been fewer reinfections than in those 
treated with long courses of arsenic and bismuth or with 
bismuth alone. Eric Dunlop 


See also Microbiology and Parasitology, Abstract 29. 
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D. B. Jecurre. Journal of Tropical Paediatrics [J. trop. 
Pediat.) 1, 25-33, June, 1955. 2 figs., 29 refs. 


The author has studied the incidence and significance 
of hypochromotrichia—a decrease in colour of the scalp 
hair—in kwashiorkor in Jamaican children, who are of 
predominantly African stock and among whom mal- 
nutrition is common, especially in the weaning and post- 
weaning periods. He discusses the aetiology of hypo- 
chromotrichia and mentions chemical (bleaching), 
genetic, and toxic factors which as well as malnutrition 
may cause loss of pigmentation of the hair. The 
precise nutritional deficiency responsible for the lack of 
pigment is unknown, but its close association in tropical 
children with kwashiorkor rather than any other type 
of malnutrition is considered to point to protein defi- 
ciency. 

Hypochromotrichia was noted in 15 out of 18 cases 
of kwashiorkor in Jamaica, while in a field survey of the 
252 inhabitants of a Jamaican village some degree of 
hypochromotrichia was found with no other definite 
evidence of kwashiorkor in 5% of infants under 1 year, 
in 75% of those between 1 and 3 years old, in 62% of 
those 4 to 9 Years old, and in 6% of those 10 to 17 years 
old. The peculiar age incidence of hypochromotrichia 
suggests again that the condition is associated with the 
protein deficiency which occurs in the weaning and post- 
weaning periods. A second survey of infants aged 6 to 
36 months in various districts of Jamaica revealed an 
incidence of hypochromotrichia ranging from 14-3 to 50%. 
The highest incidence was in an area where unemploy- 
ment was rife and milk scarce. Chromatographic ana- 
lysis of the amino-acid content of hypochromotrichial 
hair did not reveal any significant deviation from the 
normal. 

The author suggests that in a malnourished African 
community a hypochromotrichia index ”’—the per- 
centage of children of 1 to 3*years with hypochromo- 
trichia—would be a useful measure of infantile protein 
deficiency. William Hughes 


89. Isoniazid Alone and Combined with Thiosemicarba- 
zone [in the Treatment of Leprosy] 

W. S. Davipson. Leprosy Review [Leprosy Rev.] 26, 
104-106, July, 1955. 2 refs. 

In a previous paper (Leprosy Rev., 1954, 25, 69; 
Abstracts of World Medicine, 1954, 16, 461) the author 
reported that isoniazid alone was only of temporary 
benefit in leprosy [type not stated]. Some improve- 


ment was noted at the end of 6 months and this con- 
tinued, although at a slower rate, for the next 3 months. 

After that little or no improvement was noted and when 
** sulphetrone ”’ (solapsone) was combined with isoniazid 
improvement was, however, 


the condition deteriorated ; 
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manifest for a limited time when treatment with iso- 
niazid alone was resumed. On the assumption that 
isoniazid produced resistant strains of Mycobacterium 
leprae, 47 patients with lepromatous leprosy [presumably 
Australian bushmen] who had not responded well to 
solapsone and thiacetazone were given 350 mg. of 
isoniazid and 200 mg. of thiacetazone daily. After 10 
months there was marked clinical and bacteriological 
improvement. Neuritis and anaemia were the chief 
toxic manifestations, but in a few patients transient 
dermatitis, albuminuria, pyrexia, and erythema nodosum 
were observed; toxic reactions subsided, however, with — 
an adjustment in the dosage. It is concluded that this 
method of treatment is promising, but that in view of the 
toxic effects it should be given under medical supervision 
in hospital. Clement C. Chesterman 


90. The Antibiotic Residues in Amoebiasis 
T. G. ARMSTRONG, A. J. Wi_moT, and R. ELsponpew, 
Lancet [Lancet] 2, 14-16, July 2, 1955. 1 fig., 5 refs. 


For the past 8 years the authors have been carrying 
out trials of various chemotherapeutic agents in the 
treatment of amoebiasis, mainly in Natal, South Africa. 
In the present paper they describe the results obtained 
with the fermentation residues of two such agents, 
namely, oxytetracycline and chlortetracycline (aureo- 
mycin). The patients were adult male Africans with 
the acute dysenteric form of amoebiasis of a relatively 
standard grade. Sigmoidoscopy was carried out before 
treatment and on each successive day thereafter until 
the ulcers were healed; stools were examined every day 
when possible. The criteria of successful treatment were 
that the subject should be free of symptoms, have no 
amoebae in the stools or scrapings, and that all ulcers 
should be healed. The residue from the manufacture of 
aureomycin was given to 14 patients in a dosage of 4 g. 
daily for 10 days; this dose was known to contain, among 
other constituents, 80 mg. of aureomycin and 24 pg. 
of cyanocobalamin. To another group of 19 patients 
20 mg. of the pure drug aureomycin was given 6- 
hourly for 10 days. The oxytetracycline fermentation 
residue was also given in doses of 4 g. daily for 10 days 
to 10 patients, each dose containing only 44 mg. of 
oxytetracycline. A streptomycin residue was given in 
similar doses. 

These fermentation residues all had a marked beneficial 
effect, the patients being quickly relieved of their symp- 
toms and ulceration, although later a proportion of them 
became symptomless cyst-passers; the same pheno- 
menon, however, had also been noted during treatment 
with full doses of streptomycin or of chloramphenicol. 
Since the efficacy of the fermentation residues probably 
depends on their content of active antibiotic, it. was 
decided to try the effect of combining a small dose of 
aureomycin with another amoebicide. The following 
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mg. for 10 days; (2) chloroquine diphos- 
om iar 15 days; and (3) diiodohydroxy- 
quinoline, 1 800 mg. for 20 days. The results are 
described as “‘ extremely satisfactory *’, the success rate 
at 10 days being 85%; follow-up showed that at 4 weeks 
there were 20 successes (40%), at 2 months 8 successes, 
and at 3 months 4 successes. The authors consider that 
the above regimen, in which 4 g. of aureomycin residue 
may be substituted for the pure drug, provides a highly 
effective and inexpensive method for the ambulant treat- 
ment of amoebic dysentery in all except the most severe 
cases and those with complications. R. Wien 


91. The Relative Merits of Fumagillin in Amebiasis 
A. Z. SHaret. Antibiotic Medicine [Antibiot. Med.] 
1, 339-345, June, 1955. 22 refs. 

Fumagillin was tried at Alexandria University, Egypt, 
in the treatment of 36 patients suffering from intestinal 
amoebiasis, the drug being given in a dosage of 10 mg. 
3 times a day for 12 days to 24 patients with chronic 
amoebiasis and 20 mg. 3 times a day for the same period 
to 12 with severe intestinal involvement. There was 
apparent cure over an observation period of 6 months 
in 17 of the group receiving 30 mg. daily and in 9 of 
those receiving double this dosage. Relapse in 3 patients 
in the latter group, as judged by the presence of cysts 
in the faeces or in material obtained at sigmoidoscopy, 
was not accompanied by recurrence of clinical symptoms 
or of intestinal ulceration. Fumagillin had no effect on 
true amoebic hepatitis, but non-specific secondary hepa- 
titis appeared to respond. R. Crawford 


92. Studies in Leishmaniasis in the Anglo-Egyptian 
Sudan. XI. Phlebotomus in Relation to Leishmaniasis in 
the Sudan 

R. Kirk and D. J. Lewis. Transactions of the Royal 
Society of Tropical Medicine and Hygiene [Trans. roy. 
Soc. trop. Med. Hyg.) 49, 229-240, May, 1955. 3 figs., 
bibliography. 

Human leishmaniasis occurs in three main clinical 
forms, oriental sore, kala-azar, and muco-cutaneous 
leishmaniasis (espundia), all of which are encountered 
in the Sudan. In this communication from the Uni- 
versity College of Khartoum their distribution is briefly 
outlined, and the authors proceed to discuss the mode 
of transmission of the disease, the distribution of which 
is then compared with that of different species of the 
vector, the sandfly Phlebotomus. The literature is re- 
viewed and two feeding experiments carried out in 1942 
and 1947 respectively, in which the probable role of 
Phlebotomus orientalis and P. clydei as vectors was 
investigated, are described in detail. The results were 
somewhat inconclusive. 

The authors conclude that the position regarding the 
vector of the various forms of leishmaniasis in the Sudan 
is still not clear. P. orientalis seems to be a likely vector 
in the transmission of kala-azar. Other species, such 
as P. martini and P. lesleyae have not been tested in 
feeding experiments, but they are found in endemic areas. 


PP. clydei is probably not a very effective vector in the 
spread of kala-azar, although its distribution agrees fairly 
well with that of the disease and it is known to bite man, 
P. papatasi is probably not concerned at all in the trans. 
mission of kala-azar, but on epidemiological grounds js 
considered to be the principal vector of oriental sore in 
the northern Sudan. W. H. Horner Andrews 


93. Observations on the Treatment of Schistosomiasis 
mansoni with Fuadin 

C. L. SPINGARN and M. H. EDELMAN. Annals of Internal 
Medicine [Ann. intern. Med.] 42, 1198-1205, June, 1955, 
29 refs. 


Stibophen (“‘ fouadin ’’) was given in the treatment of 
chronic Schistosoma mansoni infection in 46 Puerto 
Rican patients at the Mount Sinai Hospital, New York. 
The patients were divided into two groups, 22 receiving 
stibophen in a dosage of 40 to 50 ml. over 15 to 19 days 
(1 ml. contained 63 mg. of the drug or 8-5 mg. of tri- 
valent antimony) and 24 receiving a comparable dosage 
over a period of 5 days. The criterion of cure was the 
continued absence of viable ova from the stool for 8 to 
12 months after treatment. It was found that with the 
more prolonged course the failure rate was 60°%, whereas 
it was 28% with the shorter course, though 63 mg. 
per kg. body weight appeared to be the optimum dosage. 
However, because of common and severe toxic mani- 
festations the intensive course is not considered to be 
a safe method of treatment. 

Administration of dimercaprol appeared to mitigate 
symptoms in 2 out of 3 cases in which texic reactions 
were severe. R. Crawford 


94. Hepatic Granulomas in Schistosomiasis 

S. H. DescHamps, J. L. REDMOND, and H. DELEEuw. 
Gastroenterology [Gastroenterology] 28, 990-1015, June, 
1955. 5 figs., 39 refs. 


Six cases of infection with Schistosoma mansoni are 
reported in which granulomatous lesions in the liver 
resembled those of sarcoidosis, brucellosis, tuberculosis, 
and many other conditions. The patients, all males 


between 20 and 26 years of age, came from known’ 


endemic foci of schistosomiasis in Puerto Rico and were 
seen at the U.S. Army Hospital, Fort Dix, New Jersey. 
One patient was admitted to hospital with viral hepatitis; 
4 months later liver biopsy revealed one small granuloma. 
This patient had a history of treated schistosomiasis. 
In 3 cases schistosomiasis was diagnosed by the finding 
of ova in the stools; liver biopsy revealed granulomata 
containing giant cells, but a recognizable ovum was 
found in the granuloma in one case only. Schistoso- 
miasis was diagnosed at routine proctoscopy in the 
remaining 2 cases. In these cases also liver biopsy 
revealed granulomata; no ova were recognized, but giant 
cells were present. The cases are described in detail. 
The most frequent laboratory findings were disturbance 
of “ bromsulphalein”’ retention and increases in the 
serum globulin and alkaline-phosphatase levels. There 
was no histological evidence of cirrhosis. 

The relation of granulomatosis to cirrhosis of the liver 
is discussed. W. H. Horner Andrews 
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95. Sudden Deaths from Asthma. Physiopathological 
Mechanisms; Report of a Case : 

D. LeicH. Psychosomatic Medicine [Psychosom. Med.} 
17, 232-239, May-June, 1955. 2 figs., 9 refs. 


In this paper from the Bethlem Royal and Maudsley 
Hospitals, London, the author discusses at length the 
causes of sudden death in asthma. A case is described, 
that of a woman of 40, in which death occurred in status 
asthmaticus within a few hours of the release of emotional 
tension at a psychiatric interview. From a consideration 
of all the details of this case the author offers an hypo- 
thesis to account for the sudden death—namely, that 
excessive vagal discharge, arising as a reflex result of 
peripheral afferent stimulation or from central stimula- 
tion of parasympathetic pathways, produced a flow of 
intrabronchial mucus, which led to death from asphy- 
xiation. Desmond O’ Neill 


96. Metacortandracin in Chronic Asthma. A Preli- 


minary Report 
J.T. SkaGGs, J. BERNSTEIN, and R. A. Cooke. Journal 
of Allergy {J. Allergy] 26, 201-205, May, 1955. 1 ref. 


“ Metacortandracin (‘‘ meticorten ’’, prednisone), a 
new synthetic corticosteroid suitable for oral administra- 
tion and structurally similar to cortisone (differing from 
it only in having a double bond between C; and C2), 
was given to 8 patients at the Institute of Allergy, Roose- 
velt Hospital, New York, suffering from severe chronic 
asthma which had failed to respond to cortisone, hydro- 
cortisone, and ACTH. The drug was given initially in 
a dose of 15 to 50 mg. daily, which was later reduced 
to a maintenance dose of 5 to 40 mg. (in most cases 
20 mg.) daily. All the patients showed considerable 
improvement, and 3 who had tended to develop fluid 
Tetention under treatment with cortisone were free from 
this while receiving the prednisone 

H. Herxheimer 


97. Clinical and Physiological Studies on the Use of 
Metacortandracin in Respiratory Disease. I. Bronchial 
Asthma 

A. L. Baracu, H. A. BICKERMAN, and G. J. BECK. 
Diseases of the Chest [Dis. Chest] 27, 515-527, May, 
1955. 5 figs., 7 refs. 


At the Presbyterian and Goldwater Hospitals, New 
York, the action of “ metacortandracin”’ (prednisone) 
was compared with that of ACTH, of cortisone, and of 
hydrocortisone in 30 cases of chronic asthma. The 
response to metacortandracin was assessed objectively 
by estimation of vital capacity, pulmonary ventilation 
with inhalation of air and 100% oxygen, and maximum 
breathing capacity. The drug was given by mouth in a 
dosage of 60 to 80 mg. for the first 2 days, 40 to 60 mg. 
for 3 to 4 days, and 10 to 30 mg. daily thereafter. It was 
found that the relief of bronchospasm with metacort- 
andracin was similar to that achieved with cortisone, 


hydrocortisone, or ACTH, with the added advantage 
that the response was sometimes more prompt with 
metacortandracin than with the other drugs. In 25 
cases subjective improvement began within 24 to 48 
hours, and in 17 there was complete remission of symp- 
toms; only one patient failed to improve. It was not 
found necessary to restrict the dietary intake of salt or 
to add potassium. The moon face which was observed 
in 6 patients previously treated with hydrocortisone 
cleared up in 3 to 6 weeks, this being accompanied by 
a decrease in weight. Side-effects were reddening of 
the palmar surface of the hands (1 case), headache 
(3 cases), occasional dizziness (3), a marked stimulation 
or elevation of mood (1 case), and post-prandial abdo- 
minal distress (3 cases). The authors consider that 
metacortandracin is effective in asthma and less likely 
to produce serious side-effects than cortisone. 
R. S. Bruce Pearson 


98. Allergic Oedematous Bronchiolitis. (De la bron- 
chiolite oedémateuse allergique) 

G.C. H. WERNER. Archives des maladies professionnelles, 
de médecine du travail et de sécurité sociale [Arch. Mal. 
prof.) 16, 27-45, 1955. 4 figs., bibliography. 


The author describes an investigation carried out on 
some 1,800 workers in the French textile industry who 
were exposed to the dusts of cotton, hemp, or flax. 
Altogether he found that 414 were sensitive to such dust 
and were affected with symptoms ranging from “‘ Monday 
dyspnoea”’ to severe asthma. Only 26 of those so 
affected gave a history of crise primaire [which is pre- 
sumably the “‘ mill fever ’’ described by other authors as 
occurring during the first few days or weeks of work in 
the factory]; but 48 had a history of a “ crisis of re- 
adaptation ’’ on returning to textile work after a pro- 
longed absence. The author attaches considerable 
importance to this phenomenon, and suggests that it 
represents a state of acquired allergy. Of the 414 
sensitized workers, 101 (24-5%) had had some other 
respiratory disease which might have contributed to 
their condition either before or after entering the in- 
dustry and 15 (3-6%) had a-history of previous allergic 
manifestations; but 224 (60-4%) had no history of any 
such respiratory illness or of allergy and had not suffered 
from mill fever or a crisis of readaptation. 

In cotton mills the incidence of sensitivity was low 
(1 to 2%) among weavers and spinners, but all card- 
room workers who had been exposed to dust for 30 
years or more were affected. Among workers engaged 
in wet and dry flax spinning and in spinning mixtures 
of hemp and flax the proportion of those who had been 
in the industry for at least 30 years who were affected 
ranged from 63% in the card rooms to 17 to 25% in 
the spinning rooms. The author points out that although 
a higher proportion of card-room workers were affected 
in the cotton mills than in the other factories, there was 
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a higher incidence of dust disease among workers in the 
later processes of spinning in the latter. He suggests 
that this is because cotton can be spun with machines 
causing little movement of air, whereas the more resistant 
fibres of hemp and flax require faster and bigger spinning 
machinery, causing considerable disturbance of air and 
higher concentrations of dust. Dust counts for particles 
less than 34 in diameter ranged from 1,486 particles 
per c.cm. in a hemp card room to 547 particles per c.cm. 
in a flax card room, and there was a positive relation 
between the proportion of workers affected and the dust 
concentration. From this the author concludes that 
the higher the concentration, the sooner do the workers 
become sensitized and the greater the proportion affected. 
The role of individual factors such as previous chest 
disease is important only when dust concentrations are 
low; when they exceed a certain level everyone is liable 
to be affected. 

The clinical histories of a number of patients are 
described; these show that their condition improved 
after the exhaust system in the card room in which they 
worked had been modernized and the author suggests 
that urgent consideration should be given to the improve- 
ment of ventilation in textile mills. In the meantime 
asthma caused by textile vegetable dusts should be 
classed among the industrial diseases. 

[This is an extremely important paper—probably one 
of the most complete studies of the subject yet published. ] 

R. Schilling 


99. Syndrome following Abrupt Cessation of Prolonged 
Cortisone Therapy 

P. H. HENNEMAN, D. M. K. WANG, J. W. Irwin, and 
W. S. Burrace. Journal of the American Medical 
Association [J. Amer. med. Ass.) 158, 384-386, June 4, 
1955. 14 refs. 

The characteristic clinical picture which is observed 
following abrupt withdrawal of cortisone after pro- 
longed administration is described. At the Massa- 
chusetts General Hospital 19 patients with chronic 
asthma received cortisone for periods varying from 11 
to 38 months (average daily dose 40 to 100 mg.). 
Between 24 and 48 hours after the last dose headache, 
nausea, vomiting, and restlessness developed, with 
generalized malaise and, in several instances, tender 
muscles and marked arthralgia. Symptoms became 
more severe for several days and then rather promptly 
lessened, disappearing entirely without treatment after 
2 to 5 days. Im general, the longer the duration of 
cortisone administration, the more severe were the symp- 
toms on cessation of treatment. 

The alarming clinical state of these patients was not 
associated with any significant changes in vital signs or 


-in the responses to laboratory tests. The cause of the 


withdrawal syndrome is not at present clear. When 
6 of the patients were given an intravenous infusion of 
500 ml. of 0-9% saline solution daily for 1 to 3 days 
their symptoms were somewhat ameliorated, suggesting 
that adrenal insufficiency might be a cause. Asthma 
returned in a severe form necessitating resumption of 
cortisone therapy after an average of 8 days in those 


patients who did not receive saline infusions and after 
an average of 26 days in those given saline. Thus in al] 
cases asthma returned only after the withdrawal symp. 
toms had spontaneously cleared. 

[This withdrawal syndrome is also observed in some 
patients given cortisone for rheumatoid arthritis, so it jg 
not necessarily confined to allergic patients.] 

G. B. West 


100. Treatment of Pollen Hay Fever and Asthma with 
Aerosols of Pollen Extracts. Introductory Observations 
O. SwinerorD, J. W. Comara, K. W. BERGER, and 
D. C. Lucas. Journal of Allergy (J. Allergy] 26, 305- 
319, July, 1955. 15 refs. 


The authors describe an attempt to simplify the 
specific hyposensitization of allergic patients. In earlier 
observations on the effects of the inhalation of aero- 
solized extracts of antigens, previous workers have used 
closed-circuit methods and tried to assess the imme- 
diate results as objectively as possible. The present 
authors, working at the University of Virginia School 
of Medicine, Charlottesville, studied 21 patients with 
ragweed hay-fever, of whom 8 also had asthma. A small 
amount (usually 1 ml.) of a very dilute antigen extract 
was inhaled by the patient either daily or in some cases 
several times a day, the concentration of the extract 
being gradually increased. When the treatment was 
carried out at home, the patient used a hand nebulizer; 
otherwise compressed air was used for aerosolization. 
Some of the patients received this treatment not only 
before-the pollen season, but also during it, and in some 
treatment with injections was also given. In 12 patients 
acute nasal or bronchial reactions were observed follow- 
ing the inhalation, although these were generally mild 
and of short duration. Very pronounced improvement 
followed the treatment in 17 cases. No cases of induced 
hypersensitivity were observed, but the authors suggest 
that extreme caution must be exercised in cases in which 
bronchitis is also present. H. Herxheimer 


101. Electrophoretic Separation of Skin-sensitizing Anti- 
body from the Sera of Ragweed-sensitive Patients 

A. H. SeHon, T. W. Fyxes, and B. Rose. Journal of 
Allergy {J. Allergy] 26, 329-339, July, 1955. 2 figs., 
18 refs. 


The serum proteins of 10 patients sensitive to rag- 


weed were analysed by starch electrophoresis, the. 


technique of which is described in detail. The albumin: 
globulin ratio in these patients tended to be lower than 
normal (average 1 to 1-31 as against 1 to 1-45). When 
the whole serum and its various fractions were used for 
passive transfer tests on normal subjects, the whole serum 
of 7 of the patients produced positive transfer reactions. 
Of the fractions, the albumin and the alpha-globulin 
components never produced reactions, whereas the beta- 
and gamma-globulin fractions showed strong skin- 
sensitizing activity, except in 4 cases in which the whole 
serum produced skin sensitivity in the passive transfer 
test, but none of its fractions didso. H. Herxheimer 


See also Microbiology and Parasitology, Abstract 30. 
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Nutrition and Metabolism 


02. Electrocardiographic Changes in Severe Mal- 
wutrition 

C. GOPALAN, S. G. SRIKANTIAH, and P. S. VENKATA- 
CHALAM. Indian Journal of Medical Research [Indian J. 
med. Res.] 43, 15-21, Jan., 1955. 9 figs., 12 refs. 


In electrocardiograms from a series of 36 adults and 
21 children with severe malnutrition the most striking 
change was the marked reduction in the amplitude of 
P, QRS, and T in all leads. In no case did the height 
of P exceed 0-5 mm., while in only 5 adults and 3 children 
did QRS exceed 5-0 mm. in any one limb lead. The 
height of the T wave never exceeded 1-5 mm. in any 
limb lead in children, and reached 2 mm. in one limb 
lead in only 3 adults. There was an increase in the 
Q-T interval in relation to the length of the cycle in all 
the adults, but in only one-third of the children. No 
changes in the P-R interval were noted, however, nor 
was there any evidence of S-T depression or of right 
axis shift. Bradycardia, which was a constant feature 
in the adults, was relatively rare in the children, some of 
whom actually showed tachycardia. Reasons are given 
for considering that the diminution in the amplitude of 
the deflections “‘ could obviously not be attributed to 
oedema interfering with electrical conductivity’’. In 
view of the relatively high proportion of cases of heart 
failure reported in India which are of unknown aetiology 
(as high as 14-4% of 616 cases in one recent series), 
it is suggested that the findings reported in this investiga- 
tion “‘ should raise the question of their possible nutri- 
tional origin ’’. William A. R. Thomson 
103. Pantothenic Acid Deficiency Induced in Human 
Subjects 
W. B. BEAN, R. E. HopGes, and K. Daum. Journal of 
Clinical Investigation [J. clin. Invest.] 34, 1073-1084, 
July, 1955. 7 figs., bibliography. 


The role of pantothenic acid in human nutrition is 
but little understood. In an experiment undertaken at 
the State University of Iowa, Iowa City, to throw further 
light on this subject 3 healthy male volunteers aged 27, 
29, and 32 were maintained on a pantothenic-acid-free 
synthetic diet administered by stomach tube and con- 
taining w-methylpantothenic acid, a pantothenate anta- 
gonist; this was followed by a-period on the diet con- 
taining both pantothenate and antagonist, and finally 
the diet plus pantothenate only. 

All the patients complained of paraesthesiae, tingling 
in the hands and feet, and other neuromotor disorders, 
repeated infections of the upper respiratory tract, severe 
depression, irritability, and gastro-intestinal changes 
[described in Abstract 104]. Biochemical changes, 
many referable to reduced adrenocortical activity, in- 
cluded a reduced ability to acetylate p-aminobenzoic 
acid, increased sensitivity to insulin, a lowered blood 
cholesterol level, decreased urinary excretion of 17- 

D 


ketosteroids, and the failure of ACTH to induce eosino- 
penia. Considerable individual variation was found 
and not all changes were relieved promptly by the 
restoration of pantothenic acid to the diet. The authors 


‘are careful to point out that the small number of subjects 


and the acute type of deficiency induced do not permit 
of any definite conclusions being drawn. 
F. W. Chattaway 


104. The Effect of Pantothenic Acid Deficiency on Gastric 
Secretion and Motility 

G. H. M. THoRNTON, W. B. BEAN, and R. E. HopGes, 
Journal of Clinical Investigation [J. clin. Invest.] 34, 1085- 
1091, July, 1955. 6 figs., 20 refs. 


When pantothenic acid deficiency was induced [see 
Abstract 103] in 3 subjects by the feeding of a diet 
containing a pantothenate antagonist, gastric secretion, 
including both parietal and non-parietal components, 
was depressed, as assessed by the response to test meals, 
with histamine and insulin stimulation. Pepsin secretion 
in response to the test meal alone was normal, but its 
response to stimulation was suppressed. The gastric 
secretion returned to normal at the conclusion of the 
experiment. Gastric motility was unaffected by the 
deficiency. F. W. Chattaway 


105. Inhibition of the Uricosuric Action of Benemid by 
Salicylate 

L. R. Pascace, A. Dupin, D. Bronsky, and W. S. 
HOFFMAN. Journal of Laboratory and Clinical Medicine 


[J. Lab. clin. Med.] 45, 771-777, May, 1955. 3 figs., — 


17 refs. 


In both gouty and nongouty subjects, administration 
of salicylate during ‘‘ benemid”’ [probenecid] therapy 
annuls the lowering of serum urate induced by benemid. 
Similarly, benemid annuls the lowering of serum urate 
levels caused by salicylate medication. This mutual 
inhibition is shown by urine excretion studies to be due 
to interference with uricosuric action. Apparently 
salicylate competes with benemid for some antagonistic 
effect on tubular enzymatic processes involved in urate 
reabsorption. The inhibitory effect of salicylate begins 
to occur at sustained plasma salicylate levels between 
5 and 10 mg. per 100 ml. During salicylate medication, 
plasma urate analyses are not affected by the presence 
of salicylate derivatives, but urine urate values are about 
25% too high, unless gentisic acid is first removed by 
extraction with ether.—[Authors’ summary.] 


106. The Origin of Plasma Cholesterol and the Rates of 
Equilibration of Liver, Plasma, and Erythrocyte Cholesterol 
N. E. Ecxues, C. B. Taytor, D. J. CAMPBELL, and 
R. G. Gou.p. Journal of Laboratory and Clinical Medi- 
cine (J. Lab. clin. Med.] 46, 359-371, Sept., 1955. 5 figs., 
15 refs. 
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Gastroenterology 


107. Efficacy of Methantheline (Banthine) Bromide in 
Therapy of the Unstable Colon. A Long-term Double 
Blindfold Controlled Study 

J. Licustein, J. DeCosta and E. W. HAucu. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 158, 634-637, June 25, 1955. 1 fig., 12 refs. 


one case the symptoms lasted for as long as 21 years, 


‘No specific treatment is recommended, but a trial of 


The authors report the results of a “* double blindfold ”’. 


controlled study of the value of methantheline bromide 
(“ banthine’’) in the treatment of the irritable-colon 
syndrome. At the Cedars of Lebanon and County 
Hospitals, Los Angeles, 59 patients with the syndrome 
but known to be free from organic disease and who had 
been under observation for up to a year were divided 
into four groups. The first group (16 patients) were 
given methantheline, the second (also 16) a placebo of 
identical appearance, the nature of the tablets given 
being unknown to both patient and physician; the third 
group (18 patients) were given methantheline, this fact 
being known to themselves and their physician, while 
the fourth (9 patients) were treated by standard methods 
and acted as a control. Three observers followed the 
cases and evaluated the results independently. The 
patients were kept on a regular dosage of methantheline 
or the placebo for periods of 4 to 10 weeks. 

There was no significant difference in the results 
obtained with the different methods of treatment. An 
appreciable number of the patients receiving the placebo 
were improved. On the other hand it was noted that in 
individual patients methantheline was of considerable 
value in preventing or controlling acute attacks of 


diarrhoea of emotional origin. J. Naish 
108. Idiopathic Granular Proctitis 
C. F. J. Cropper. Lancet [Lancet] 1, 1253-1254, - 


June 18, 1955. 4 refs. 


The observations recorded in this paper are based 
upon a series of 26 cases of granular proctitis for which 
no specific cause could be found—thus justifying the use 
of the term idiopathic. Although 21 of the patients 
had seen military service in the tropics, no specific infec- 
tive agent had been found at any time in spite of repeated 
search for entarnoebae. (In 7 additional cases the con- 
dition proved to be a late manifestation of amoebiasis 
while in a further 11 it was associated with widespread 
ulcerative colitis.) All the patients were males who had 
lived for limited periods in the tropics, but the author 
points out that this was not a significant factor since 
the observations were made on a selected group of 
patients for the Ministry of Pensions. 

At the time of follow-up, which varied from 2 months 
to 6 years from the date on which the patient was first 
seen, it was found that none of the patients was obliged 
to lose more than an occasional week’s work and that 
no gross deterioration had taken place even in those in 
whom the condition had been present for 6 years. In 
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phthalylsulphathiazole suppositories and of iron to com- 
bat anaemia is suggested. C. Patrick Sames 


OESOPHAGUS . 


109. Lusoria: Clinical Aspects in the Adult 
E. D. PALMER. Annals of Internal Medicine [Ann. intern, 
Med.] 42, 1173-1180, June, 1955. 3 figs., 32 refs. 


Dysphagia lusoria is the name given to dysphagia due 
to oesophageal compression by an arteria lusoria, which 
is an anomalous form of the right subclavian artery. It 
arises as the 4th branch of an otherwise normal aortic 
arch and passes around the left and posterior aspects of 
the trachea and oesophagus before coming to lie in its 
proper position as the subclavian artery. The arteria 
lusoria represents the persisting distal descending portion 
of the 4th right branchial arch, the proximal part having 
been obliterated in reverse of the normal process of 
development. The first portion of the arteria lusoria is 
often dilated at its origin, this representing the remnant 
of the posterior branch of the right aortic arch. This 
anomaly has been estimated to occur in 0-6 to 1-8% of 
the population, but causes symptoms only rarely. It is 
often associated with other congenital abnormalities. 

In this paper from the Walter Reed Army Hospital, 
Washington, D.C., 11 cases of dysphagia lusoria (7 in 
males, 4 in females) are described in which the arteria 
lusoria was the only congenital cardiovascular anomaly 
present. The onset of dysphagia was sudden in 3 cases 
and less definite in the others; it occurred in the 3rd 
decade in 3 cases, in the 4th in 2, in the Sth in 3, and 
in the 6th, 7th, and 8th decades in one case each. The 
frequency of onset in middle life is thought to be due 
to the development of arteriosclerosis and hypertension. 
Dysphagia had been present for more than one year in 
7 cases and for 10 years in one before the patient sought 
advice. It was felt as a temporary arrest of solid food 
beneath the manubrium sterni, with difficulty in swallow- 
ing liquids rapidly. There was no pain, but the dis- 
comfort was a constant preoccupation, all the patients 
complaining of disabling fear and worry associated with 
fatigue. Two patients had a chronic cough which was 
attributable to irritation from tracheal obstruction. 

Physical examination revealed none of the signs de- 
scribed by others, such as the murmur of arterial com- 
pression, inequality of the pulses in the arms, evidence 
of thoracic-duct obstruction, and trophic changes in the 
right arm. The diagnosis was established radiologically 


by the characteristic oesophageal filling defect. Oceso- 


phagoscopy, which was performed in 10 cases, was useful 
in excluding other causes of dysphagia, and showed that 
in 6 cases the indentation was mostly on the left side 
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GASTROENTEROLOGY 


while in 2 it was mostly posterior. In 8 cases the in- 
dentation was seen to be pulsatile, but in only 4 was it 
certain that the pulsation was not transmitted. — 

Only by surgical treatment can this condition be cured, 
but as it is only very slowly progressive and has no 
serious complications an operation is rarely necessary, 
and was not performed in any of the author’s cases. 
Reassurance and explanation were of great value in 
relieving anxiety and, by reducing muscular tension, in 
lessening the dysphagia. A. Gordon Beckett 


110. On the Etiology of Esophageal Carcinoma 

J. MosBecH and A. VipeBaéK. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.| 15, 1665-1673, 
June, 1955. 2 figs., 17 refs. — 


The authors have previously shown (Dan. med. Bull., 
1954, 1, 189; Abstracts of World Medicine, 1955, 17, 508) 
that cancer of the stomach is four times more common 
among the relatives of patients suffering from that disease 
than among the relatives of healthy controls of the same 
age and sex, whereas cancer of other sites is of equal 
distribution in the two groups. As these findings could 
not be attributed to external factors, it was concluded 
that the high incidence of gastric carcinoma in the former 
group must be genotypically determined. The authors 
have now made a similar study of cancer of the oeso- 
phagus in 101 proved cases treated at the Radium Centre, 
Copenhagen, in 1942 and 1947-51. 

The total was made up of 83 men and 18 women, the 
average age being 67-9 years for men and 71-6 years for 
women. Of the men, 54 (65%) were classed as alcoholics 
by their relatives; of the 18 women, one was an alcoholic 
and one was employed at a brewery. This confirms the 
findings of other workers and suggests a relationship 
between abuse of alcohol and oesophageal cancer. 
Syphilis did not appear to be an aetiological factor, as 
only 10 (8-5%) of the patients had a history of syphilis 
compared with 10% of a series of 2,000 unselected medical 
admissions to a hospital in Denmark. The incidence 
of cancer of the oesophagus, as of other sites, was the 
same among relatives of the 101 patients studied as 
among the relatives of 341 healthy persons. It is con- 
cluded that cancer of the oesophagus must therefore be 
considered to be essentially caused by exogenous factors 
which, in view of the large proportion of aged patients 
affected, must act after a long latent period or be present 
for many years before carcinoma develops. 

Norman C. Tanner 


111. Caustic Strictures of the Oesophagus 
P. MARCHAND. Thorax [Thorax] 10, 171-181, June, 
1955. 15 figs., 19 refs. 


Writing from the University of Witwatersrand, 
Johannesburg, the author discusses 133 cases of oeso- 
phageal stricture caused by the ingestion of caustic soda. 
He states that the treatment depends on both the severity 
and the extent of the stricture, and he divides his cases 


] into four grades accordingly, Grade I consisting of the 


cases in which the scarring does not surround the gullet 
entirely, and Grade IV those in which the stricture is 
tubular and more than half an inch (12:7 mm.) long; 
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the other two grades consist of the intermediate cases. 
In order to assess the full extent of the lesion both radio- 
graphy and oesophagoscopy are essential; the appear- 
ances revealed by these procedures are described in 
detail. Of the 133 patients, 82 (60%) had Grade-IV 
strictures; solitary strictures were rare (18 cases). As 
to site, the largest number of strictures occurred at the 
level of the aortic arch, the next most common site 
being the retrocardiac area, and after these the cervical 
oesophagus was most frequently affected. The incidence 
of gastric lesions was low (7-5%). 

Treatment consisted in dilatation under anaesthesia 
in the majority of cases in Grades I, II, and III, and 
just under half the cases in Grade IV were also treated 
in this way. However, in those cases in which there 
has been destruction of a considerable length of mucosa 


_conservative treatment is never effective, and recon- 


structive surgery has proved necessary. The author 
states that the mortality from caustic soda poisoning is. 
still appreciable; 41 of his patients were children, and 
he concludes that “in these days of cheap, efficient 
detergents it seems senseless and even culpable to permit 
the free sale of caustic soda for household use ’’. 

J. R. Belcher 


STOMACH AND DUODENUM 


112. Neurological Changes in Idiopathic Atrophic 
Gastritis. [In English] 

M. SrurALA and M. Tawast. Annales medicinae internae 
Fenniae [Ann. Med. intern. Fenn.] 44, 13-23, 1955. 
18 refs. 


In this report from the Second Medical Clinic, Uni- 
versity of Helsinki, the authors discuss the relationship 
between atrophic gastritis and neurological lesions. It 
is known that certain deficiency states—for example, 
sprue and pernicious anaemia—cause atrophic gastritis, 
but the incidence of neurological changes in “ idio- 
pathic” atrophic gastritis is unknown. In a study of 
71 patients with atrophic gastritis gastroscopy and 
suction biopsy of the gastric mucosa were employed as 
methods of diagnosis, aided by a histamine test meal; 
in the neurological examination signs of peripheral 
neuritis and of involvement of the posterior columns or 
pyramidal tract were particularly looked for. : 

Of the 71 patients, 8 had limited atrophic changes, 
33 moderate changes, and 30 had “total atrophy ”’; 
64 subjects with a normal mucosa served as controls. 
Neurological changes, which in no case were sufficient 
to impair working capacity, were found in 9 cases: 6 in 
the group with atrophic gastritis and 3 in the control 
group. Noclear correlation could be established, how- 
ever, between the degree of the neurological changes and 
the extent and severity of the mucosal lesion. There 
was no response of the neurological impairment to treat- 
ment with liver extract. The histamine test meal showed 
that in half the cases with pronounced neurological 
changes there was free hydrochloric acid in the gastric 
juice. The authors draw no definite conclusions from 
this study. I. McLean Baird 
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. level between 7 and 10 g. per 100 ml. 


113. Surgical Management of Massive Acute Upper 
Gastrointestinal Hemorrhage 

C. E. Wetcu, A. W. ALLEN, and G. A. DONALDSON. 
New England Journal of Medicine [New Engl. J. Med. 
252, 921-928, June 2, 1955. 5 figs., 11 refs. 


An analysis of the clinical features, treatment, and 
mortality in cases of massive bleeding from the upper 
part of the gastro-intestinal tract treated at the Massa- 
chusetts General Hospital during the period 1948-53 is 
presented. [It should be consulted in the original by 


‘those with a special interest in the subject.] 


Out of a total of 415 cases, the haemorrhage in 269 
was classed as massive and 146 as moderate, the former 
group having a haemoglobin level of 7 g. per 100 ml. 
or. below and requiring transfusion of an average of 
5,500 ml. of blood, while the latter had a haemoglobin 
In 38% of cases 
the bleeding was due to a duodenal and in 10% to a 
gastric ulcer, oesophageal varices accounted for 32%, 
and in 7% the cause had to be classed as indeterminate 
and in 5% as gastritis. Hampton’s non-palpation tech- 
nique is advocated in the radiology of bleeding ulcers. 
It is pointed out that a single massive haemorrhage 
treated medically recurs months or years later in 25% 
of cases. 

In analysing the mortality from haemorrhage from an 
ulcer in the various age groups the authors lay stress on 
the higher proportion of older patients found in the 
present compared with previous series. With all types 
of treatment the mortality was 25% in the age group 
60-69 years and 29% in patients of 70 or over, the cor- 
responding figures for 1938-47 and 1923-32 being 18% 
and 29%, and 42% and 50% respectively. The average 
mortality for the whole series, however, was 17% com- 
pared with 13% for each of the earlier periods 1923-32 
and 1938-47. 

Included among the 415 cases analysed are 55 in 
private patients, all of whom were treated surgically with 
only 2 deaths. This comparatively low mortality is 
accounted for by earlier diagnosis and treatment in this 
group, where “‘ extreme obesity, alcoholism and mal- 
nutrition were relatively uncommon although they are 
frequently encountered in ward patients”. [This interest- 
ing fact will no doubt provoke contradictory reactions 
in the minds of different types of reader.] 

Guy Blackburn 


114. Occurrence of Gastric Cancer among Patients with 
Pernicious Anemia at the Boston City Hospital 
N. ZAMCHECK, E. GRABLE, A. Ley, and L. NORMAN. 


' New England Journal of Medicine [New Engl. J. Med.] 


252, 1103-1110, June 30, 1955. 2 figs., 41 refs. 


The authors found 1,222 cases with the diagnosis 
“ pernicious anaemia ”’ in a retrospective review of the 
files of the wards, out-patient department, and associated 
laboratories of the Boston City Hospital for the period 
1915-51. In 28 (2-3%) of these there was unequivocal 
evidence of coexistent gastric carcinoma. (The authors 
stress, with clinical examples, the need for morphological 
confirmation of the diagnosis of gastric carcinoma in an 
investigation of this kind.) Of the 28 patients, 16 were 
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male and 12 female. The interval between the diag. 
noses of pernicious anaemia and gastric carcinoma 
ranged up to 15 years, the average being 6-6 years, but 
in 6 cases the interval was one year or less. 

The authors discuss the possible causes of the dis- 
crepancies to be found in the literature between various 
estimates of the incidence of gastric carcinoma in cases 
of pernicious anaemia. In the present series the over-all 
incidence was 2-3%, whereas the incidence at necropsy 
(167 cases) was 8-4% for the whole series and 11-9% for 
a group of 658 patients (59 necropsies) who underwent 
special investigation of their pernicious anaemia. They 
conclude that while it is unlikely that the true incidence 
of gastric carcinoma in pernicious anaemia will ever be 
determined, the results of the present study indicate that 
about 10% of hospital patients with overt pernicious 
anaemia may eventually develop gastric carcinoma. 

The authors propose the routine screening of all 
patients with pernicious anaemia to detect early gastric 
carcinoma. They recommend monthly tests of the stools 
for occult blood, examination of gastric cytology at 3- 
to 6-monthly intervals by means of a simple lavage 
technique (which is described), and the follow-up of 
suspicious cases with x-ray and gastroscopic examination. 

T. J. Thomson 


115. Nocturnal Gastric Secretions of Ulcer and Non- 
ulcer Patients under Stress . 

P. Wo and J. Levine. Psychosomatic Medicine [Psy- 
chosom. Med.| 17, 218-226, May-June, 1955. 6 figs., 
10 refs. 


The authors, at the Veterans Administration. Hospital, 
West Haven, Connecticut, studied nocturnal gastric 
secretion in 5 patients with duodenal ulcer and 5 with 
various disorders unrelated to the gastro-intestinal tract. 
Under normal conditions gastric acidity rose during the 
night in the patients with duodenal ulcer, but not in the 
controls. A mild stress situation was introduced when 
both groups were informed that a second test of gastric 
acidity was necessary. In response to stress the noc- 
turnal gastric acidity curves in the control group showed 
a marked rise, although the peak was not so high as that 
observed in the “ normal ”’ curves of the patients with 
ulcer, whereas in the latter the nocturnal gastric acidity 
showed a slight decrease under stress. The significance 
of these findings is discussed. Desmond O’ Neill 


116. Role of Gastric Secretions in Activation of Peptic 
Ulcers by Corticotropin (ACTH) 

B. I. HirscuowrirTz, D. H. P. STREETEN, H. M. POLLARD, 
and H. A. Boitpt. Journal of the American Medical 
Association [J. Amer. med. Ass.] 158, 27-32, May 7, 
1955. 4 figs., 15 refs. 


The authors have investigated the effect of ACTH on 
gastric secretion in 5 healthy medical students with no 
radiological evidence of peptic ulcer who were given 
25 units of ACTH (corticotrophin) every 12 hours for 
6 days. This produced an adequate adrenal response if 
all the subjects, as shown by a rise in the 17-hydroxy- 
corticoid excretion and a fall in the circulating eosinophil 
count. 
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GASTROENTEROLOGY 


Analysis of the aspirated gastric juice showed a marked 
fall in viscosity, a slight fall in the volume of total gastric 
secretion, a moderate increase in concentration of pepsin, 
and a slight increase in concentration of acid; the 
absolute amounts secreted showed little change. The 
blood pepsin level also showed little change, but the 
winary pepsinogen excretion increased greatly. It is 
pointed out that this must have been due to renal and 
not to gastric factors and that in the circumstances of 
the experiment, and even under basal conditions, urinary 
pepsinogen excretion is a very unreliable guide to gastric 
pepsin secretion. 

Of particular interest are the authors’ observations on 
asixth medical student on whom several previous gastric 
tests had been carried out for research purposes with no 
untoward results. On the present occasion after 90 
hours of ACTH administration he developed epigastric 
pain, vomiting, and gastric distension. Radiography 
revealed the presence of a post-bulbar duodenal ulcer— 
which had disappeared on re-examination 26 days later. 
There had been no observed rise in acid or pepsin secre- 
tion before the development of symptoms, although these 
values did increase later, suggesting that increased gastric 
secretion is not a cause but a consequence of exacerbation 
of duodenal ulcer. On the other hand the content of 
visible mucus and the viscosity of the gastric juice fell 
to a greater extent in this subject under the influence of 
ACTH than they did in any of the other 5 subjects. 
The authors suggest that changes in the properties or in 
the rate of production of gastric mucus may be of 
importance both in the exacerbation and healing of peptic 
ulcer. T. D. Kellock 


117. Gastric Secretion following Vago-splanchnic and 
Splanchno-vagal Anastomosis: Their Possible Clinical 
Implications 

A. M. ImparaTo and J. W. Hinton. Annals of Surgery 


[Ann. Surg.] 141, 853-861, June, 1955. 6 figs., 21 refs. 


Since myelinated fibres, which degenerate after divi- 
sion of the cervical vagus nerve, have been found in the 
sympathetic trunk in animals, the authors put forward 
the hypothesis that the frequent return of vagal function 
to the stomach after vagotomy might be mediated through 
similar fibres in the greater splanchnic nerve in man. 
In experiments carried out at the New York University 
Post-graduate Medical School on dogs gastrostomy was 
followed by cross-anastomoses of the divided thoracic 
vagus and splanchnic nerves. Gastric secretion in 
response to insulin and histamine was regularly tested 
thereafter and compared with that of control animals 
in which both vagus and sympathetic nerve supplies 


‘were widely interrupted. 


[The results of this procedure are not clearly described 
in this paper, which is evidently an interim report only, 
but some of the details were given by the senior author 
in the subsequent discussion, which is reported on p. 869 
of the same journal.] It appears that vagal function 
{positive insulin reaction) returned after an interval of 
4 months in some animals; excision of the vago- 
splanchnic anastomosis then abolished the response to 
insulin. In a control animal the response has been 
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absent for 24 years. This evidence suggests that there 


_are functional cholinergic fibres to the stomach in the 


sympathetic system of the dog. 

The case of a man who developed stomal ulceration 
after gastrectomy for duodenal ulcer is quoted. Abdo- 
minal vagotomy was performed, but insulin was found 
to provoke gastric secretion 21 months later. This 
response was abolished, however, during a continuous 
epidural thoracic sympathetic block. Thoracic vago- 
tomy and left thoracic sympathectomy were therefore 
performed, evidence of vagal regeneration being found. 
Six months later insulin again provoked a response, 
which was abolished during a right paravertebral splanch- 
nic block at the level of D12, which perhaps suggests 
that the right sympathetic trunk carried important vagus- 
like fibres to the gastric remnant. 

The authors conclude that poor results from vagotomy 
in cases of peptic ulcer are in part due to the complexity 
of the cholinergic nerve supply to the stomach. 

[The further results of these ingenious experiments will 
be awaited with interest.] C. J. Longland 


118. Vagotomy, Hemigastrectomy and Gastroduodeno- 
stomy (Finney—von Haberer) in the Treatment of Duodenal 
Ulcer 

R. J. Correy and E. J. Lazaro. Annals of Surgery (Ann. 
Surg.| 141, 862-871, June, 1955. 5 figs., 13 refs. 


At Georgetown University Medical Center, Washing- 
ton, D.C., the authors have employed the combined 
procedure of abdominal vagotomy, hemigastrectomy, 
and end-to-side gastro-duodenostomy in the treatment 
of duodenal ulcer during the past 4 years. An end-to- 
side anastomosis was chosen because it enables the use 
of scarred duodenum for the union to be avoided and 
provides a large stoma, an important point after vago- 
tomy. There have been no deaths among the 80 patients 
so treated. The authors found in dogs that gastric 
stimulation by injections of histamine in beeswax failed 
to provoke ulceration after hemigastrectomy and gastro- 
duodenostomy, even without vagotomy. whereas duo- 
denal ulceration developed if the prepyloric antrum had 
been preserved (though vagotomy provided some pro- 
tection) or if the bile and pancreatic ducts were trans- 
planted to the distal jejunum, while jejunal ulceration 
was usual if the remaining half of the stomach was 
anastomosed to the jejunum instead of the duodenum. 

Among the 55 patients who have been followed up 
for a sufficiently long period after the combined opera- 
tion for its results to be assessed, gastric acidity is well 
controlled and nearly all those who were underweight 
before operation have regained their normal level. So 
far, a duodenal ulcer has recurred in one patient with 
evidence of incomplete vagotomy, and one patient had 
severe dumping symptoms associated with weight loss 
and diarrhoea. The operative technique is described.. 

C. J. Longland 


119. Gastric Biopsy with a Modified Australian Instru- 
ment 

N. F. CoGuitt and A. W. Wituiams. British Medical 
Journal (Brit. med. J.) 2, 1111-1114, Nov. 5, 1955. 9 figs.. 
9 refs. 
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CONGENITAL HEART DISEASE 


120. Intracardial Surgery with the Aid of a Mechanical 
Pump-oxygenator System (Gibbon Type): Report of 
Eight Cases 

J. W. Kirkuin, J. W. DuSHANE, R. T. Patrick, D. E. 
DOonaLp, P. S. HetzeLt, H. G. HARSHBARGER, and E. H. 
Woop. Proceedings of the Staff Meetings of the Mayo 
Clinic [Proc. Mayo Clin.] 30, 201-206, May 18, 1955. 
2 figs., 7 refs. 


A mechanical pump-—oxygenator system was employed 
at the Mayo Clinic during intracardiac surgery on 8 
patients aged 4 months to 11 years with the following 
congenital cardiac lesions: ventricular septal defect (4 
cases), atrial septal defect (1), a common atrio-ventricular 
canal (2), and Fallot’s tetralogy (1). Severe pulmonary 
hypertension was present in all the cases except the last. 
Very careful selection of patients for this type of opera- 
tion is necessary and the criteria for this are outlined. 

Under oxygen and ether anaesthesia, a wide anterior 
thoracotomy was made. Through cannulae tied into the 
superior and inferior venae cavae venous blood was 
diverted to the pump-oxygenator system with the aid 
of gentle suction, fully oxygenated blood being returned 
either into the innominate or the left subclavian artery; 
the rate of flow was maintained at between 100 and 200 ml. 
per kg. body weight per minute. During the perfusion 
the blood was heparinized, and protamine was given at 
the end of the procedure. The heart was entered through 
the wall of the right atrium or ventricle and the defect 
repaired under direct vision. No complications arose 
from haemorrhage during the perfusion period and the 
amount of haemolysis was trivial. 

_ Four of the 8 patients survived and were well at the 
time of the report. One died during operation, possibly 
from an inadequate circulating blood volume, but the 
remaining 3 deaths occurred postoperatively and did not 
appear to be related to the perfusion process. 

J. A. Cosh 


121. Experiences in the Surgical Alleviation of Con- 
genital Pulmonic Stenosis 

H. T. Nicuots and D. F. Downinc. Diseases of the 
Chest [Dis. Chest] 27, 624-636, June, 1955. 13 figs., 
11 refs. 


The direct operative approach of Brock was used in 
the surgical treatment at Hahnemann Hospital, Phila- 
delphia, of 115 cases of congenital pulmonary stenosis 


(82 of the tetralogy of Fallot, 18 of pure pulmonary © 


stenosis, and 15 of pulmonary stenosis with a patent 
foramen ovale). The authors state that they prefer the 
direct operation except in those cases in which there is 
a long, narrow, right ventricular outflow tract or the 
pulmonary artery is hypoplastic. The operative mor- 
tality was 9-7%. 
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The authors have designed two new instruments for 
use in these operations. The first, for infundibular 
resection, is a pituitary-type rongeur which has been 
modified to include a lateral curved shaft with angle 
jaws, the upper jaw being fixed and overhanging. The 
instrument is passed beyond the obstructing ridge and 
then withdrawn until the upper jaw rests on the obstruc- 
tion. The jaws are then opened, the instrument ad- 
vanced, and a section of the ridge is punched out. 

The second instrument is a redesigned guillotine knife 
for valvotomy. The usual flat, malleable, diamond- 
shaped valvulotome is criticized on the grounds that it 
tends to cut only to one side of the stenosis and 
that if this division is exaggerated it may even perforate 
the lateral wall of the pulmonary artery. (This tendency 
to unilateral incision of the valve was demonstrated in 
one of the cases which came to necropsy after a later 
operation for pulmonary tuberculosis.) The authors’ 
instrument resembles Bailey’s mitral guillotine knife, 
except that it is smaller, is probe-pointed, and has a 
slightly curved shaft. The guillotine blade is beaked 
so that it engages the valve peripherally, thus ensuring 
that the incision runs from this point forwards to the 
stenosed orifice. A right and a left guillotine are used 
and with them a deliberate extensive incision can be 
made on either side of the stenosis. 

; A. M. Macarthur 


122. The Physiological and Clinical Changes following 
Closure of Atrial Septal Defects by Atrio-septo-pexy 

H. Go.tpBerG and D. F. Downinc. American Heart 
Journal [Amer. Heart J.| 49, 862-879, June, 1955. 
1 fig., 17 refs. 


To study the effect on cardiac haemodynamics of 
closure of an atrial septal defect, cardiac catheterization 
was carried out at Hahnemann Hospital, Philadelphia, 
before and after the performance of atrio-septo-pexy 
(suture of the right atrial wall to the margin of the defect) 
on 14 patients with this anomaly, which in 2 cases was 
associated with anomalous pulmonary venous drainage 
into the right atrium or superior vena cava (diagnosed 
preoperatively in one case), which was also surgically 
corrected. Diagnosis was confirmed in all cases by 
cardiac catheterization and determination of the blood 
oxygen saturation; in only 2 cases was the catheter 
passed through the defect. Before operation all 14 
patients had increased pulmonary blood flow, ranging 
from 6-2 to 31 litres per minute (1-4 to 8-7 times the 
systemic blood flow), and all had an intracardiac shunt 
from left to right, ranging from 3-0 to 27-6 litres per 
minute. In only 3 patients was the arterial oxygen 
saturation reduced, and none was cyanosed. In 8 cases 
there was pulmonary arterial hypertension but only 3 
showed increased pulmonary resistance. Right ventri- 
cular work was calculated in 12 cases and found to be 
increased in 7. 
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Postoperative studies showed that the left-to-right 
shunt had been eliminated in 11 cases, almost eliminated 
jn one, moderately reduced in one, and unchanged in one. 
Associated with elimination of the shunt was a fall in 
pulmonary arterial pressure, though not always to normal 
levels, and in one such case the right ventricular work 
remained elevated. The preoperative signs and symp- 
toms, such as dyspnoea on exertion, palpitations, and 
chest pains, disappeared in all cases after the operation 
except in the one in which the shunt remained patent. 
The pulmonary systolic murmur which had been present 
in all cases persisted after operation in 4. In one case 
there had been a functional pulmonary diastolic murmur 
and in 2 a functional mitral diastolic murmur, but these 
disappeared after operation. Although all the patients 
were in sinus rhythm preoperatively, postoperative atrial 
arrhythmia was common, but in all cases reverted to 
sinus rhythm spontaneously or after treatment with 
digitalis or quinidine. In one case there was complete 
atrio-ventricular block after operation. Elimination of 
the shunt was associated radiologically with a striking 
decrease in the pulmonary vascular markings and in the 
size of the cardiac silhouette. K. G. Lowe 


123. Ventricular Septal Defect. Clinical and Hemo- 
dynamic Patterns 

§. G. Blount, H. MUELLER, and M. C. McCorp. 
American Journal of Medicine |Amer. J. Med.] 18, 871- 
882, June, 1955. 6 figs., 21 refs. 


Isolated ventricular septal defect was diagnosed on 
clinical grounds and confirmed by cardiac catheterization 
in 21 out of 63 cases seen at the University of Colorado 
Medical School, Denver, in the past 3 years; in a further 
2 cases a clinical diagnosis of pulmonary hypertension 
of unknown origin had been made, evidence of isolated 
ventricular septal defect being obtained only on cathe- 
terization. The findings in these 23 patients, whose ages 
ranged from 2 to 36 years and who suffered from all 
degrees of disability, are here presented. 

The clinical diagnosis of ventricular septal defect with 
pulmonary hypertension and with increased pulmonary 
blood flow is discussed. A rise in the oxygen content 
of the blood of 0-8 volume % at the ventricular level as 
shown on catheterization is regarded as evidence of a 
ventricular septal defect. In 4 of the present cases the 
systolic pressure in the right ventricle equalled or 
exceeded that in the left (Eisenmenger’s complex), so 
that a right-to-left shunt was present with reduction of 
arterial oxygen saturation. In another 6 cases there 
was marked pulmonary hypertension and high pul- 
monary vascular resistance; 4 of these cases differed 
from the previous 4 in that a right-to-left shunt occurred 
only on exertion. In 10 cases there was greatly increased 
pulmonary blood flow with but slightly increased pul- 
monary vascular resistance, while the remaining 3 patients 
showed little departure from normal. 

Increased pulmonary blood flow is one factor in the 
production of pulmonary hypertension in these patients, 
but not all patients with increased pulmonary blood flow 
develop pulmonary hypertension; a congenital defect in 
the pulmonary vasculature has been postulated, but the 
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authors do not accept this hypothesis. In ventricular 
septal defect an additional factor in the causation of 
pulmonary hypertension must be present, and this, it is 
suggested, may be the forceful ejection of blood into 
the pulmonary arterial tree. The authors come to the 
following conclusions: that surgical treatment of small 
ventricular septal defects is not required, and that when 
the magnitude of a shunt has been reduced by the 
development of pulmonary vascular resistance the time 
has probably passed when the closure of the ventricular 
defect would produce any significantly useful results. 
In their experience the ideal candidate for surgical treat- 
ment is the patient in whom there is a large left-to-right 
shunt and only moderate elevation of the pulmonary 
vascular resistance. H. E. Holling 


124. The Clinical Syndromes in Patent Ductus 
Arteriosus 

I. J. Pinto. American Heart Journal [Amer. Heart J.} 
50, 1-12, July, 1955. 26 refs. 


From his experience at the Michael Reese Hospital, 
Chicago, the author presents a suggested classification 
of the various forms of patent ductus arteriosus, which | 
is based primarily upon the murmurs present. Group A 
includes all those with the typical continuous murmur 
at the pulmonary area—that is, the great majority of 
cases of patent ductus; a sub-group has, in addition, 
an apical diastolic murmur, indicative of a large shunt 
and a high rate of blood flow through the left ventricle. 
Group B consists of cases with an atypical murmur 
at the pulmonary area, suggestive of pulmonary hyper- 
tension; again the presence of an apical diastolic 
murmur signifies a large shunt and high blood flow. 
A sub-group includes those cases in which there is 
cyanosis in the lower part of the body due to reversal 
of the shunt caused by extreme pulmonary hypertension. 
In Group C are those cases in which no murmur is heard 
at the pulmonary area. Illustrative case histories of each 
type, including the findings at cardiac catheterization, 
are given. J. A. Cosh 


125. The Wide Patent Ductus Arteriosus 
G. J. AITKEN. Glasgow Medical Journal [Glasg. med. J.} 
36, 175-186, June, 1955. 3 figs., 13 refs. 


Among 98 patients with patent ductus arteriosus 
investigated at the Royal Infirmary, Glasgow, 18 were 
considered to have features.characteristic of a wide ductus 
transmitting a large shunt from ‘aorta to pulmonary 
artery. The large size of the ductus was confirmed at 
operation in all of the 16 patients so far subjected to 
surgery. The clinical featurés characteristic of a wide 
ductus were as follows: (1) a history of a marked degree 
of dyspnoea and of serious respiratory infections in 
childhood; (2) a pulmonary “ systolic—diastolic ’’ mur- 
mur instead of the usual Gibson (machinery) murmur 
[their distinction is not very clear]; (3) a widely dis-. 
seminated systolic element in the murmur and thrill, 
which could be felt in the suprasternal notch; (4) a 
higher pulse pressure than usual; and (5) an apical 
diastolic murmur in more than half the group. In most 
of these cases also the left auricle was enlarged. The 
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electrocardiogram showed that left ventricular hyper- 
trophy was present in 9 of the 18 patients, and right 
ventricular hypertrophy in 7, of whom 5 had also partial 
right bundle-branch block. 

On cardiac catheterization the catheter passed easily 
into the aorta in the majority of those with a wide ductus, 
the shunt was unusually large and never reversed, and 
passive pulmonary hypertension was demonstrated. 
The pulmonary arterial resistance was little different 
from that found in other cases, but pulmonary capil- 
lary resistance was raised in those with the highest blood 
flow, indicating raised left auricular pressure. 

J. A. Cosh 


CHRONIC VALVULAR DISEASE 


126. 
Disease 
R. Gorin, I. K. R. MCMILLAN, W. E. MeEpp, M. B. 
MaATTHEws, and R. DALEY. American Journal of Medi- 
cine [Amer. J. Med.] 18, 855-870, June, 1955. 5 figs., 
37 refs. 


The authors have studied, at St. Thomas’s Hospital, 
London, the dynamics of the circulation in 24 cases of 
aortic valvular disease, in 9 of which the effects of 
stenosis were preponderant, in 5 those of regurgitation, 
and in 10 there was evidence of both stenosis and regurgi- 
tation. The patients were studied both clinically and by 
cardiac catheterization; in 3 cases the aortic valve was 
also studied post mortem during simulated action pro- 
duced by attaching to the heart a specially designed 
pump [not described in the paper]. Pressure gradients 
across the valves were then determined, cinephotographs 
of the valve in action taken, and the area of the valve 
orifice measured. The method of differentiation of the 
predominantly stenotic cases from those showing mainly 
regurgitation was based on the heart sounds, the brachial 
arterial pressure tracing, and fluoroscopy of the heart, 
the criteria adopted being shown in the accompanying 
table: 


Stenosis Regurgitation 
Murmur .. a .. | Rough systolic Blowing diastolic, 
Grade 3 or more 
Brachial arterial pressure 
tracing: 
Duration of systolic 
upstroke... .. | 0-15 sec. or more | 0-10 sec. or less 
Duration of systole .. | 0-30 sec.or more | 0-30 sec..or less 
Pulse pressure .. .. |45 mm. Hg or less | 80 mm. Hg or more 
Diastolic pressure 70 mm. Hg or more | 60 mm. Hg or less 
Fhioroscopy: 
Left  pcmaacnel move- | Normal or Rocking 
ment . diminished 


The authors showed that symptoms due to pure 
stenosis appear when the area of the aortic-valve orifice 
is less than 0-5 sq. cm., and those due to combined 
stenosis and incompetence when the area is less than 
1-5 sq. cm. Indirect assessment of the left ventricular 
pressure and pressure gradient across the valve in aortic 
Stenosis suggests that these values are 200 to 250 mm. 
and 100 to 150 mm. Hg respectively. In cases both of 


Dynamics of the Circulation in Aortic Valvular. 


stenosis and of incompetence the left ventricular stroke 
work was increased, but evidence of left ventricular 
failure was. seen only on exercise, when an increase in 
the pulmonary capillary diastolic pressure occurred, 
The volume of regurgitation is reduced by an increase in 
heart rate, for then the diastolic period is shortened. 

H. E. Holling 


127. The ‘* Dove-coo’’ Murmur and Murmurs Heard 
at a Distance from the Chest Wall 

D. Groom and J. A. Boone. Annals of Internal Medicine 
[Ann. intern. Med.] 42, 1214-1226, June, 1955. 5 figs., 
11 refs. 


The “‘ dove-coo’’ murmur is a loud, high-pitched, 
musical, diastolic murmur occurring in certain cases of 
aortic regurgitation. Necropsy in such cases usually 
shows eversion or retroversion of a cusp of the aortic 
valve or, more rarely, rupture or perforation. Rheu- 
matic heart disease and subacute bacterial endocarditis 
account for about one-third of the cases, the other two- 
thirds being due to syphilitic aortitis. 

Phonocardiographic tracings of *‘ dove-coo ’’ murmurs, 
recorded with a cathode-ray oscilloscope in 2 cases at 
the Medical -College of South Carolina, Charleston, 
showed virtually pure sine-wave oscillations at a fre- 
quency of 130 to 340 c.p.s. at the onset, decreasing to 
90 to 210 c.p.s. in presystole. The absence of sound- 
waves of other frequencies accounts for the musical 
quality of the murmur. The “ dove-coo ’’ murmur is of 


_ grave prognostic significance, most patients dying within 


a year of its appearance from coronary insufficiency. 
A. I. Suchett-Kaye 


128. Subvalvular Mitral Stenosis—Its Recognition and 
Treatment 

H. T. NicHots and W. L. Jamison. Journal of Thoracic 
Surgery [J. thorac. Surg.) 29, 611-617, June, 1955. 
5 figs. 

It is pointed out that in the surgical treatment of 
mitral stenosis commissurotomy alone is not always 
sufficient to ensure an adequate flow of blood from 
auricle to ventricle, since a subvalvular obstruction may 
also be present. This obstruction is caused by fusion 
and shortening of the chordae tendineae and fusion of 
the papillary muscles. In cases where cross-fusion 
between the chordae tendineae is present without shorten- 
ing, the chordae can usually be separated by direct pres- 
sure with the finger after commissurotomy has been per- 


- formed. But with marked shortening of the chordae it 


may be difficult to perform commissurotomy without 
damage to the subvalvular structures, with consequent 
regurgitation; the authors, working at Hahnemann 
Medical College and Hospital, Philadelphia, have there- 
fore devised a special guillotine knife with a probe-like 
tip for use in these cases, the tip being used to seek out 
the narrow space between the papillary muscles and the 
valve leaflets so as to ensure that the cut is made in the 
line of the commissure. 

In some cases, however, shortening of the chordae is 
so advanced that they can no longer be identified as 
separate structures and the papillary muscles are fused 
to the edges of the valve leaflets. Here, if commis- 
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surotomy is to be effective, the fused papillary muscles 
must be divided together with the commissure, and a 
scond type of guillotine knife or “ papillotome’’ is 


described which has been devised for this purpose. This - 


has a sharp lancet point projecting at an oblique angle 
from its lower end; this is uncovered when the blade 
js opened and can then be plunged into the papillary 
muscle mass. When the guillotine is closed the cutting 
action of its blade starts on the atrial surface of the fused 
commissure and continues down through the papillary 
muscle mass so as to allow the freed valve leaflets to fall 
apart during systole. T. Holmes Sellors © 


129. Surgical Treatment of Mitral Insufficiency. 
Experimental Observations 

E. B. Kay and F. S. Cross. Journal of Thoracic Surgery 
[J. thorac. Surg.] 29, 618-620, June, 1955. 1 fig., 5 refs. 


The authors discuss the mechanism involved in mitral 
regurgitation and point out that the reflux takes place 
entirely through the postero-medial half of the valve 
orifice, the anterior cusp forming part of the aortic 
outflow tract during ventricular systole. The mitral 
opening is frequently of the ‘“ tear-drop” type, with 
absolute and relative loss of valve substance postero- 
medially. Finding at operation that if the posterior wall 
of the auricle is pushed forward over the side of the valve, 
thus decreasing the size of the mitral ring, the regurgitant 
flow can be stopped, the authors have developed an 
experimental procedure designed to narrow the mitral 
ting at the postero-medial commissure in the same way. 

A large curved needle is introduced into the auricle 
as close to the aorta as possible; then, using the finger 
inserted into the left auricle as guide, the anterior and 


posterior margins of the valve ring are picked up and. 


the point brought out just below the coronary sinus, 
close to the circumflex coronary artery. One or two 
sutures suffice and these are drawn taut over a button 
or piece of cartilage so that the valve ring is narrowed 
in the plane of the sutures. This technique has been 
applied clinically in an unspecified number of cases at 
St. Luke’s Hospital, Cleveland, Ohio, and “‘ appears to 
be satisfactory in the clinical correction of mitral insuffi- 
ciency, the details of which are to be published ”’. 
T. Holmes Sellors 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


130. Electrokymography and Its Application in the Study 
of Gallop Rhythm. (La radio-électro-kymographie et 
son application a l’étude des bruits de galop) 

M. MUMENTHALER. Cardiologia [Cardiologia (Basel)| 
26, 321-352, 1955. 5 figs., bibliography. 


The author has used the technique of electrokymo- 
graphy at the Hdépital Boucicaut, Paris, in studying the 
movements of the heart in patients with gallop rhythm. 
Simultaneous electrocardiograms and phonocardio- 
graphic recordings were also made. Electrokymography 
of the left lower border of the heart usually gave the most 
definite results.’ The development of the technique is 
described and its applications discussed at some length. 


_In 10 out of 20 patients with clinical gallop rhythm 
the electrokymograms showed characteristic appear- 
ances, which are described and illustrated. Similar 
tracings are occasionally seen in healthy adults, though 
the changes are much less prominent. The cause of 
gallop rhythm is discussed in the light of these findings 
[for details of which the original should be consulted]. 
It is suggested that abrupt changes in the tone of the 
heart muscle occur during certain phases of the normal 


‘cardiac cycle, and that in heart failure various haemo- 


dynamic and muscular factors combine to accentuate 
these changes. The extra diastolic sound in gallop 
rhythm is thought to be the expression of this change of 
tone. Keith Ball 


131. Disorders of Auricular Rhythm Associated with 
Bundle Branch Block Simulating Ectopic Ventricular 
Tachycardia. With Observations on Intermittent Bundle 
Branch Block. [In English] 

A. Scuott. Cardiologia [Cardiologia (Basel)| 26, 353- 
366, 1955. 7 figs., 20 refs. 


Three cases of auricular arrhythmias with disturbances 
of intraventricular conduction are reported which might 
have been mistaken for ectopic ventricular tachycardia. 
The first is shown to be auricular flutter with 2:1 A-V 
block in the limb, and 3:1 A-V block in the chest leads, 
and left bundle-branch block, the latter proving inter- 
mittent when sinus rhythm was restored. The-two other 
cases were proved to be auricular fibrillation with left 
bundle-branch block, with occasional normal: intra- 
ventricular conduction in one of them. 

The criteria found most useful for arriving at the 


correct diagnosis were the exact time relations as ascer- 


tained by measurement in Case 1, and the variations in 
shape of the initial and particularly the final deflections 
attributed to the varying superimposition of f waves in 
Cases 2 and 3. . 

In accordance with the observations of others, it was 
found that, in intermittent bundle-branch block, the 
block tends to occur at or around a critical heart rate. 
Exceptions to this rule are discussed, and: the unusual 
observation, made in a further case, of bundle-branch 


block being initiated with a post-extrasystolic beat - 


occurring after a long post-extrasystolic interval is briefly 
discussed—[Author’s summary.] 


132. Bilateral Bundle Branch Block 

M. B. ROSENBAUM and E. LEPESCHKIN. American Heart 
Journal {Amer. Heart J.] 50, 38-61, July, 1955. 9 figs., 
bibliography. 


Total heart block is generally accepted as being due 
to a lesion in the A-V node or main conducting bundle. 
This must be so when the ventricular complexes are 
completely normal in form, in which case the ventricular 
stimulus is assumed to originate in the main bundle 
below the lesion. However, if the A-V node and main 
bundle are intact and lesions are present in both bundle 
branches, the electrocardiogram (ECG) may show 
varying degrees of A-V block (and even total block) 
while the ventricular complexes are characteristic of 
either right or left bundle-branch block. 
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In this paper from the Ramos Mejia Polyclinic, 
Buenos Aires, the authors present a number of illustrative 
cases; in one of these, electrocardiograms taken over 
the course of 2 years at first showed a normal P-R 
interval and a varying degree of left bundle-branch block. 
Subsequently, however, complete right bundle-branch 
block also developed, resulting in variations in the P-R 
interval which were determined by the degree of function 
of the left branch. Eventually A-V 2-to-1 block and 
total block developed when left-branch conduction 
totally failed. In another case described the ECG pre- 
sented, at different times, evidence of left-branch and 
right-branch bundle block, each with its distinctive 
degree of P-R prolongation. 


The extensive literature is reviewed. J. A. Cosh 


MYOCARDIAL INFARCTION AND 
CORONARY DISEASE 


133. The Premonitory Period in Myocardial Infarction. 
(La période prémonitoire de l’infarctus du myocarde) 
P. Maurice, J. L. BEAUMONT, A. LEUPIN, and J. LENEGRE, 
Archives des maladies du ceur et des vaisseaux [Arch. 
Mal. Ceur) 48, 551-566, June, 1955. 3 figs., 24 refs. 


In 108 cases of myocardial infarction each patient was 
closely interrogated as soon after the attack as possible. 
to determine the presence or absence of warning symp- 
toms before the onset. In 34 cases (31:5%) there had 
been no symptoms attributable to coronary disease up 

_to the moment of infarction; in 20 cases (18-5%) the 
attack was preceded by the recent onset of angina of effort 


or other symptoms, the interval ranging from a few hours . 


to one month; and in 54 cases (50%) there was a history 
of angina over a period varying from 2 months to 16 
years before the attack. In 31 of these 54 cases there 
had been no change in symptoms before the attack, 
whereas in the remaining 23 there had been an increase 
in the duration or frequency of the anginal attacks, 
occurrence of attacks while at rest, or an alteration in 
the character of the pain during the course of the pre- 
vious few days. Electrocardiograms in these. cases 
showed evidence of previous infarction or minor degrees 
of cardiac ischaemia. In the group whose symptoms 
were of recent onset they consisted in angina of effort 
of increasing severity, spontaneous anginal attacks, 
extreme asthenia and fatiguability, or a combination of 
these. 

In view of these observations it is suggested that 
preventive treatment with heparin and dicoumarol should 
be undertaken when premonitory symptoms such as 
those described, coupled with increased coagulability of 
_ the blood and resistance to the normal action of heparin 
in vitro, appear. Of 71 patients so treated (at the cost 
of some nose-bleeding and transient haematuria as 
complications), 46 (64-7%) lost their pain altogether, 
21 (29-5%) continued to have angina of effort but with 
some improvement, 2 (2-8%) remained unchanged, and 
‘2 developed myocardial infarction during treatment, 
which varied in duration from 11 days to 34 years. 

. J. Robertson Sinton 
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134. Occurrence of Painless Myocardial Infarction in 
Psychotic Patients 

W. E. MARCHAND. New England Journal of Medicine 
[New Engl. J. Med.| 253, 51-55, July 14, 1955. 9 refs, 


In recent published reports on myocardial infarction 
the incidence of painless attacks has varied from 1 to 
38% according to the criteria adopted for inclusion or 
non-inclusion of cases in the painless group. In this 

paper from the Veterans Administration Hospital, Bed- 
ford, Massachusetts, an investigation is reported of the 
incidence of painless myocardial infarction in psychotic 
patients. During the period 1947 to 1952 myocardial 
infarction was diagnosed in 99 psychotic patients, the 
diagnosis being confirmed by electrocardiography or at 
necropsy in 83. In 51 of these there was recent acute 
infarction and in 32 evidence of old infarction. It is of 
interest that none of the 32 patients with old myocardial 
infarction had been admitted to hospital for an acute 
cardiovascular attack; this, in the author’s view, might 
imply that these infarctions were painless. 

In 27 out of 39 acute cases the attack of myocardial 
infarction was painless. Sudden death occurred in the 
remaining 12 cases, the cause in 5 being rupture of the 
heart or the interventricular septum. In patients with 
general paralysis of the insane the incidence of infarction 
was high. The commonest presenting signs of infarction 
other than pain were collapse, dyspnoea, cyanosis, and a 
sudden change in psychotic behaviour. In 2 cases there 
were no signs or symptoms, the diagnosis being made 
““by sheer chance’. The author considers that in 
psychotic patients there is loss of the “ meaning or 
emotional component of pain ’’. 

[Electrocardiography may well be of value in cases 
of recent unexplained mental change without cardiac 
symptoms, especially in the elderly.] J. N. Agate 


135. Experience with Phenylindanedione in the Manage- 
ment of Acute Myocardial Infarction 

G. M. BRENEMAN and E. McCALL Priest. American 
Heart Journal [Amer. Heart J.] 50, 129-135,-July, 1955. 


_ In just over one year 251 consecutive cases (215 in 
males and 36 in females) of myocardial infarction ad- 
mitted to the Henry Ford Hospital, Detroit, have been 
treated, irrespective of severity, with phenylindanedione 
(phenindione) as the only anticoagulant. Each patient 
was given initially 300 to 500 mg. of the drug per day 
by mouth in several doses, subsequent dosage being 
regulated by daily prothrombin estimation (Quick’s one- 
stage method) so as to achieve a prothrombin level of 
20 to 30% of normal; this generally required 2 or 3 days 
[the total duration of treatment is not stated]. Return 
to normal prothrombin levels also took 2 to 3-days, but 
occasionally unduly low levels were corrected by small 
doses of emulsified vitamin K; oxide given by intra- 
venous injection. (Patients dying within the first 48 
hours or receiving the drug for less than that period are 
excluded from the analysis). 

Of the 251 patients, 23 died, of whom 15 were among 
the 50 classified as severe cases, 7 among the 143 moderate 
cases, and one among the mild cases. The over-all 
recovery rate was 90% compared with a rate of 86° in a 
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previous series of 228 cases treated at the same hospital 
with dicoumarol. In 9 cases thrombo-embolic com- 
plications arose, 4 patients suffering further myocardial 
infarction, with 2 deaths, and pulmonary or systemic 
embolism occurring in 5 patients, of whom 2 died. 
Haemorrhage occurred in 13 cases. In 8 of these it was 
so slight that administration of the drug was not inter- 
rupted. Three patients with more serious haemorrhage 
died, although in only. one of these cases did use of the 
drug seem to be the major cause. 

In general the authors consider that phenindione is a 
safe and effective drug. Among the side-effects noted 
were occasional nausea at the start of treatment and a 
drug rash in 2 cases. The authors point out that the 
drug causes a pinkish discoloration of the urine which 
may be misinterpreted as haematuria. J. A. Cosh 


136. Angina Pectoris Induced by Fat Ingestion in Patients 
with Coronary Artery Disease. Ballistocardiographic and 
Electrocardiographic Findings 

P. T. Kuo and C. R. Joyner. Journal of the American 
Medical Association [J. Amer. med. Ass.] 158, 1008-1013, 
July 23, 1955. 7 figs., 17 refs. 


To determine whether post-prandial lipaemia actually 
precipitates the syndrome of angina pectoris, 14 patients 
with coronary arterial insufficiency (13 with coronary 
arterial diseasé and one with rheumatic aortic valve 
disease) at the Hospital of the University of Penn- 
sylvania, Philadelphia, were given a fatty meal consisting 
of sweetened cream flavoured with cocoa (0-6 g. butter 
fat per Ib. (1-3 g. per kg.) body weight). After this fatty 
meal the patients rested and abstained from smoking and 
from consuming food for some hours. The turbidity 
of the plasma was taken as an index of post-prandial 
lipaemia. ‘Typical attacks of angina were experienced 
by 6 of the patients; one of these with idiopathic hyper- 
lipaemia had severe pain on 4 separate occasions about 
3 hours after the fatty meal when lipaemia was maximum; 
in the other 5 patients maximum lipaemia and anginal 
attacks occurred about 44 to 5 hours after the fatty meal. 
Some of the attacks were terminated by administration 
of glyceryl trinitrate and some by intravenous injection 
of small doses of heparin. During the anginal attacks 
the electrocardiogram in 4 cases showed evidence of 
myocardial ischaemia and the ballistocardiogram in all 
6 cases revealed changes, including large vibratory waves 
of respiratory origin, decreased amplitude of systolic 
complexes, and prominent diastolic waves. 

[The results of this study lend further support to the 
view that a low-fat diet is of value in the treatment of 
angina pectoris.] K. G. Lowe 


137. Paradoxical Action of Glyceryl Trinitrate (Nitro- 
glycerin) in Coronary Patients 

H. I. Russex, K. F. UrBAcu, and B. L. ZoHMAN. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
158, 1017-1021, July 23, 1955. 5 figs., 18 refs. 


An investigation is reported from the United States 
Public Health Service Hospital, Staten Island, New York, 
of the effect of glyceryl trinitrate on 158 patients with 
coronary arterial disease who showed consistently positive 
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_ Changes in the electrocardiogram (ECG) following. 
standard exercise (Master two-step test). Arterial hyper- 
tension was present in about 40% of the patients; 22 had 
had acute myocardial infarction and 51 complained of 
angina. The patients were given 0-4 mg. of glyceryl 
trinitrate 5 minutes before starting the Master two-step 
test. A normal response to the test was obtained in 
105 patients, while 26 showed an improved response; 
16 of these 131 patients, however, showed less dramatic 
improvement or even an abnormal response after 
receiving larger doses (0-6 to 1:2 mg.) of glyceryl tri- 
nitrate. No improvement in the ECG was observed in 
11 patients, although 5 responded favourably to larger 
doses. In 16 cases there were more marked abnormali- 
ties in the ECG after exercise when glyceryl trinitrate 
was given than when it was not. It is considered that 
in this last group of patients venous pooling in the legs 
and diminished venous return to the heart led to de- 
creased coronary blood flow in spite of coronary vaso- 
dilatation. Elastic bandages on the legs prevented this 
paradoxical response to glyceryl trinitrate to some extent. 

The authors emphasize that the optimum dose of the 
drug for most patients is 0-2 to 0-3 mg. sublingually and 
that overdosage may precipitate acute myocardial in- 
farction. K. G. Lowe 


HYPERTENSION 


138. The Relationship between Impaired Retinal Vas- 
cular Reactivity and Renal Function in Patients with 
Degenerative Vascular Disease 

H. O. Srexer, J. B. Hickam, and J. F. Gipson. Cir- 
culation [Circulation (N.Y.)| 12, 64-68, July, 1955. 
7 refs. 


At Duke University School of Medicine, Durham, 
N. Carolina, eye-ground photography was used to record 
changes in the diameter of the retinal arteries in healthy 
individuals and patients with degenerative vascular disease. 
Normal arteries were shown to constrict on breathing 
oxygen, but in hypertension and diabetes this response 
was diminished. Although the degree of impairment 
of retinal arterial reactivity increases with increasing 
proteinuria and other signs of renal damage, changes in 
the retinal vessels are usually far advanced by the time | 
overt evidence of impaired renal function appears. 

J. McMichael 


139. Observations on the Regional Circulation during 
Pharmacologically Induced Hypotension 

E. F. Hueper. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 229, 613-620, June, 1955. 8 figs., 
23 refs. 


At the First Medical Clinic, University of Vienna, the 
author has studied the effect of various hypotensive 
drugs on renal function (as determined by inulin and 
PAH clearances and vascular resistance in the kidneys), 
arterial pressure, haematocrit, extracellular body fluid, 
and circulation time in 10 hypertensive patients. The 
drugs used were “ puroverine ”’ (a preparation containing 
protoveratrine A and B in the proportion of 2 to 1), 
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“ regitine “‘ apresoline’’ (hydrallazine), and hexa- 
methonium, all given in doses sufficient to cause a fall 
in blood pressure of at least 20% without producing 
unpleasant or dangerous side-effects. 

It was shown that during the hypotensive phase renal 
function was invariably depressed and total urine volume 
decreased; in addition, haemodilution occurred during 
this period. Ina further 20 hypertensive patients treated 
with these drugs the circulation time remained unchanged, 
except in cases in which excessive reduction in blood 
pressure was produced or circulatory shock occurred, 
when the circulation time increased rapidly. In 6 hyper- 
tensive patients with evidence of incipient renal decom- 
pensation who were treated with puroverine over longer 
periods neither clinical nor laboratory evidence of 
increasing renal insufficiency was found. A. Schott 


140. Observations upon the Withdrawal of Sodium 
Chloride from the Diet in Hypertensive and Normotensive 
Individuals 

R. Renwick, J. S. Rosson, and C. P. Stewart. Journal 
of Clinical Investigation [J. clin. Invest.] 34, 1037-1043, 
July, 1955. 2 figs., 10 refs. 


A careful comparison of the effects of withdrawal of 
sodium chloride from the diet of 6 normotensive and 
6 hypertensive patients studied at the Royal Infirmary, 
Edinburgh, indicated that there was no significant dif- 
ference between them in efficiency of salt conservation, 
as judged from the rate at which urinary excretion of 
salt decreased, the time taken to achieve a virtually salt- 
free urine, and the total negative balance of sodium and 
chloride resulting from salt withdrawal. Both groups 
lost a small amount of potassium (average 62 and 77 
mEq. respectively) in the first few days of salt restriction. 

The results can be interpreted as indicating an in- 
creased production of adrenal steroids in response to 
salt restriction, and there is no evidence of any difference 
between the two groups in the degree of this response. 

D. A. K. Black 


141. A Three to Seven Year Postoperative Evaluation 
of 76 Patients with Severe Hypertension Treated by 
Thoracolumbar Sympathectomy 

H. A, ZinteL, A. M. SELLERS, W. A. Jerrers, J. A. 
Mackie, J. H. HAFKENSCHIEL, and M. A. LINDAUER. 
Surgery, Gynecology and Obstetrics [Surg. Gynec. Obstet.] 
101, 48-54, July, 1955. 1 fig.,3 refs. . 


This paper from the University of Pennsylvania 
Hospital, Philadelphia, reports part of an investigation 
whose ultimate aim is to compare the results of sym- 
pathectomy alone with those obtained by combined 
adrenalectomy and sympathectomy in the treatment of 
severe arterial hypertension. In the present paper the 
effect of sympathectomy alone is considered. The 
operations, which were performed by the first-named 
author, consisted in removal of the splanchnic nerves 
and that part of the sympathetic chain from which they 
arose, the usual extent of the resection being from the 
level of DS or 6 to that of L3. Between 1947 and 
1951 76 patients underwent 152 operations with only 
one operative death, an operative mortality of 0-65% and 
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a patient mortality of 1-3%. All the patients had severe 
hypertension, about half of them fulfilling the criteria 
of Smithwick’s Group IV. The follow-up period ranged 
from 3 to 7 years. 

The period of survival after operation is compared 


with that in Smithwick’s series of unoperated cases ° 


reported in 1951 (J. Amer. med. Ass., 147, 1611; Abstracts 
of World Medicine, 1952, 12, 132). Survival-rate curves 
are presented in graphs for both series, and show that 
in each grade of disease operation conferred a consider- 
able increase in survival time. The mortality for men 
in the follow-up period (49%) was almost three times 
that for women (18%). Of the 76 patients, 53 were alive 
at the time of the report. In over half (55%) of them 
the. blood pressure was below 180/110 mm. Hg, the 
average reduction obtained in these survivors being 
40/25 mm. Hg. Other analyses presented in tables show 
that renal function was not improved by operation, 
whereas the electrocardiographic findings and heart size 
sometimes were. Congestive heart failure, angina 
pectoris, and headache usually did not return after 
operation. 

[The operative mortality is notably low. The survival 
curves clearly show the striking improvement achieved as 
a result of operation.] C. J. Longland 


142. Experiences with Thoracolumbar Sympathectomy 
and with Combined Adrenalectomy-Sympathectomy in the 
Treatment of Patients with Essential Hypertension 

H. A. Zintret, A. M. SELLERS, C. C. WOLFERTH, W. A. 


JeFFERS, J. H. HAFKENSCHIEL, A. G. HILLs, J. A. MACKIE, ' 


and S. B. LANGFELD. Surgery [Surgery] 37, 928-934, 
June, 1955. 1 fig., 2 refs. 


In this further paper from the University of Penn- 
sylvania Hospital, Philadelphia, the authors compare the 
results obtained by the performance of thoraco-lumbar 
sympathectomy (Smithwick’s operation) with those 
obtained with combined adrenalectomy and sympathec- 
tomy in the treatment of patients with severe essential 
hypertension. The 76 patients subjected to thoraco- 
lumbar sympathectomy and previously reported [see 
Abstract 141] have been followed up for 3 to 7 years, 
whereas the 125 patients treated by adrenalectomy and 
sympathectomy have all been operated on in the last 
4 years, so that the present comparative study is only a 
preliminary one owing to the shorter postoperative course 
of the second group. The two series of patients were 
comparable in respect of the severity of their hyper- 
tension, the patients treated by adrenalectomy and 
sympathectomy having an average Smithwick grading 
of 3-5.(supine blood pressure 209/125 mm. Hg) and 
those undergoing thoraco-lumbar sympathectomy one 
of 3-6 (supine blood pressure 218/133 mm. Hg). 

The comparison shows that there was a higher incidence 
of excellent responses and a lower incidence of poor 
responses or failures to respond in regard to lowering 
of the blood pressure in the group treated by adrenalec- 
tomy and sympathectomy, and postoperative studies 
showed that the changes in the electrocardiographic 
tracing and heart size were also more satisfactory in this 
group. Moreover, the operative morbidity was higher 
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jn those subjected to thoraco-lumbar sympathectomy 
only (82-9% compared with 52-4%); on the other hand 
the operative mortality in this series was lower than in 
the other (1-3% compared with 5-0%). The survival 
rates were, however, superior following adrenalectomy 
and sympathectomy for patients in the Smithwick 
Groups II, IV, and V. 

[Although a preliminary report, this paper furnishes: 
useful information on the present state of the surgical 
treatment of hypertension.] - J. V. Crawford 


143. The Effects of 1-Hydrazinophthalazine upon 
Coronary Hemodynamics and Myocardial Oxygen Meta- 
bolism in Essential Hypertension 

G. G. Rowe, J. H. Huston, G. M. MAxweEL_t, A. B. 
WEINSTEIN, H. TUCHMAN, and C. W. CRuMpPTON. Journal 
of Clinical Investigation [J. clin. Invest.] 34, 696-699, 
May, 1955. 8 refs. 


At the University of Wisconsin Hospitals, Madison, a 
study of the coronary circulation was made on 11 hyper- 
tensive patients, of whom 5 served as controls while 
the other 6 were observed before, and half an hour after, 
the intravenous injection of 10 to 20 mg. of hydrallazine. 
It was found that hydrallazine produced a mean fall of 
20% in systemic blood pressure, which was accompanied 
by a fall in coronary vascular resistance, an increase in 
coronary blood flow, and a decrease in the arterial— 
coronary-sinus oxygen difference. The left ventricular 
oxygen consumption remained unchanged. 

Discussing these results the authors point out that 
they fail to explain why hydrallazine occasionally preci- 
pitates angina pectoris in some hypertensive patients. 
They speculate that angina may occur only in patients 
in whom the coronary vascular resistance is fixed so 
that the decrease in perfusion pressure induced by the 
drug cannot be compensated for by an increase in the 
coronary flow. Alternatively, it is suggested that hydral- 
lazine may alter the myocardial oxidative metabolism so 
that angina is precipitated by a metabolic block. 

Bernard Isaacs 


144. The Use of Pentolinium Tartrate with and without 
Hydralazine in the Treatment of Severe Hypertension 

H. M. Perry and H. A. ScHROEDER. New England 
Journal of Medicine [New Engl. J. Med.) 252, 1057-1066, 
June 23, 1955. 4 figs., 20 refs. 


' The authors have treated 30 severely hypertensive 


patients at Barnes Hospital (University of Washington 
School of Medicine), St. Louis, on a regimen based on 
pentolinium tartrate and hydrallazine. Of the 17 male 
and 13 female patients in the series, whose ages ranged 
from 32 to 72, 12 had previously been treated with a 
combination of hexamethonium chloride and hydral- 
lazine, but the occurrence of unpleasant side-effects had 
prevented adequate doses being given. In the present 
course of treatment the previous dosage of hydrallazine 
was maintained, but the dose of pentolinium tartrate, 
which was given 4-hourly, was fixed at one-fifth of the 
previous dose of hexamethonium. In another 12 patients 
who had had no previous specific treatment pentolinium 
tartrate was initially given alone, the dose being increased 


by 20 mg. daily until a hypotensive response was obtained. 
‘Hydrallazine was then added in increasing amounts, the 
dose of pentolinium tartrate being simultaneously re- 
duced to one-quarter and one-half if the sitting systolic 
pressure had been reduced to below 130 and 140 mm. Hg 
respectively. The daily dose of pentolinium tartrate 
ranged from 60 to 1,239 (mean 727) mg. and that of 
hydrallazine up to 1,000 mg. (mean 748 mg.).. 

During a follow-up period extending to 11 months 
it was found that blood pressure in these patients fell 
from between 190 and 300 to between 106 and 178 mm. 
Hg systolic, and from 120 to 170 to between 80 and 
115 mm. Hg diastolic. In 6 cases which had been well 
controlled with hexamethonium and hydrallazine col- 
lagen disease developed and medication was therefore 
changed to consist mainly of pentolinium tartrate; 
in 2 of these cases hydrallazine continued to be given 
in greatly reduced dosage, in 2 it was replaced by reser- 
pine and in 2 by sodium azide. In all 6 cases the blood 
pressure was thus maintained at 146 to 177 mm. Hg 
systolic and 75 to 98 mm. Hg diastolic, although in 
the 2 patients receiving sodium azide wide fluctuations 
in the blood pressure occurred during the course of the 
24 hours. Similar increased fluctuation was also ob- ~ 
served in some of the cases in which pentolinium tartrate 
had been substituted for hexamethonium chloride. A 
few illustrative case histories are recorded in some detail. 

H. F. Reichenfeld 


145. The Expectation of Life after Surgical and after 
Conservative Treatment for Hypertension. (Uber die 
Lebenserwartung chirurgisch und konservative . behan- 
delter Hypertoniker) 

K. H. PFerrer, H. Nieto, and H. SCHNEIDER. Deutsche 
medizinische Wochenschrift [Dtsch. med. Wschr.] 80, 956- 
958, June 24, 1955. 2 figs., 25 refs. 


Although sympathectomy has been used in the treat- 
ment of hypertension for more than 10 years, there is 
still no universal agreement regarding its value and 
indications. The authors therefore attempted to shed 
further light on the problem by comparing the fate of 
206 hypertensive patients treated by sympathectomy 
with that of 306 who had been treated medically at the 
Medical Clinic of the University of Marburg at least 
5 years previously. The patients were grouped accord- 
ing to the authors’ own system of classification, the basis 
of which has been described elsewhere (Pfeffer, Z. klin. 
Med., 1951, 148, 380), as follows: (Ia) benign hyper- 
tension with almost normal expectation of life; (Ib) 
benign hypertension with rising diastolic blood pressure, 
symptoms, and retinitis; (IIa) benign hypertension with 
arteriosclerosis; (IIb) hypertension with progressive 
damage to the arterial system; (IIc) malignant hyper- 
tension with renal insufficiency. 

The operative mortality was 22%.- Survival rates 
after 5 years showed a significant difference in favour 
of operation in Group Ib, 36 (92%) of 39 surgically 
treated patients surviving, compared with 32 (57-1%) of 
56 patients treated medically, and in Group IIb 23 (34-3%) 
of 67 surgical patients surviving compared with 11 (17%) 
of 65 patients treated medically. Severe cases of malig- 
nant hypertension derived no benefit from operation. 
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The authors conclude that sympathectomy is of value 
in the treatment of hypertension during certain stages. © 

[The evidence here presented cannot, unfortunately, 
be regarded as conclusive for the following reasons. 
(1) It is not stated on what grounds patients were selected 
for operation. (2) It is not made clear how far the two 
groups were strictly comparable in other respects; 
perusal of the diagrams suggests a difference in sex 
distribution. (3) The type and extent of operation are 
not stated, nor are details of the medical treatment 
given. (4) The classification employed is not one that 
will commend itself to many physicians, and its descrip- 
tion is inadequate. (5) The total absence of response in 
cases of malignant hypertension is contrary to general 
experience. ] F. Starer 


146. Blood Pressure Norms. (O HopmaTuBax Kpo- 
BAHOrO 
E. D. FEporova. 
Arkh.] 27, 3-14, 1955. 6 figs., 7 refs. 


In this discussion of the “‘ normal ”’ blood pressure at 
various ages, the author states that the age group 
most seriously affected by hypertension is that between 
60 and 69. Up to the age of 40 hypertension is found 
in 1-35% of the population, but after that age the in- 
cidence increases tenfold. The over-all incidence is 
about the same for both sexes, but up to the age of 40 
the incidence is higher in men, while after 40 it is higher 
in women. Also, the incidence is higher in women 
undergoing menopausal changes (18%) than in women 
of the same age not in menopause (14-2%). 

Among men engaged in light labour the incidence of 
hypertension was found to be 4:25%, while in women of 
similar age and occupation it was 4-66%. The lowest 
incidence noted was among workers handling organic 
solvents, namely, 2-86% in women and 2-34% in men, 
while the highest incidence—7-89 to 10-21%—occurred 
in persons engaged in occupations requiring mental con- 
centration, such as accountants, cashiers, telegraphists, 
controllers, and proof-readers. A, Orley 
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147. Observations on the Critical Temperature for 
Vasomotor Reaction in the Fingers of Chilblain Subjects 
G. M. KELLERMAN. Australian Journal of Experimental 
Biology and Medical Science (Aust. J. exp. Biol. med. Sci.] 
33, 215-224, April, 1955. 5 figs., 17 refs. 


Having observed that the hands of persons subject to 
chilblains in the winter are cooler than those of normal 
persons, even in other seasons, the author has investi- 
gated, at the University of Sydney, the effect of local and 
general cooling on the digital circulation. The critical 
temperature—that is, the lowest air temperature at which 
the temperature of the fingers exceeds that of the air 
by 5° C.—was determined in a group of 30 healthy 
students, half of whom were subject to chilblains. 

The mean critical temperature for the 15 normal 
subjects was found to be about 22°C. under normal 


Apxue [Ter. 


local conditions of dress, activity, and diet, a significantly 
higher figure than has been reported by other workers 
(for example, in Great Britain 16 to 18°C.). It is sug. 
gested that this may be related to the more equable 
climate of Sydney. In the students subiect to chilblains 
the average critical temperature was 24-2°C. No dif- 
ference was detected in the temperature of the trunk or 
in general body metabolism between the two groups, 
and the author concludes that the difference is in the 
vasomotor control of the circulation in the hands. (The 
feet were not investigated.) 

Immersion of the hands for 10 minutes in water at 
18° to 20° C. showed that a direct vasoconstrictor effect 
persisted after local cooling, and was more powerful 
in the chilblain subjects than in the others. The rela- 
tion of these findings to the causation of chilblains is 
discussed. Leon Gillis 


148. Cutaneous Vascular Reactions in Raynaud’s Disease 
and in States of Hostility, Anxiety, and Depression 

D. T. GRAHAM. Psychosomatic Medicine [Psychosom. 
Med.} 17, 200-207, May-June, 1955. 5 figs., 13 refs. 


Cutaneous vascular function was studied during 
experimentally induced emotional disturbances in 19 
patients with various disorders, including 4 with Ray- 
naud’s disease, at New York Hospital—Cornell Medical 
Center, New York. The Hardy radiometer was used 
to test the state of the arterioles, and the reactive hyper- 
aemia threshold was taken as an index of the state of 
the minute vessels. The stimulation of hostile emotions 
in the patient was found to be associated with constric- 
tion of arterioles and increased tone of the minute 
vessels. Such hostility was an invariable accompaniment 
of major attacks in the 4 patients with Raynaud’s disease. 
Anxiety and apprehension were also accompanied by 
similar vascular changes. In states of depression con- 
striction of arterioles and decreased tone of the minute 
vessels were observed. 

[These findings are in accord with previously published 
observations on the psychophysiology of Raynaud's 
disease. ] Desmond O’ Neill 


149. Raynaud’s Syndrome and Cold Dilatation. [In 
English] 

L. Macos and G. Oxos. Acta medica Academiae 
scientiarum Hungaricae [Acta med. Acad. Sci. hung.] 
7, 323-331, 1955. 2 figs., 14 refs. 


The authors, working at Istvan Hospital, Budapest, 
have studied the mechanism of the blanching of the 
fingers first described by Raynaud in 1862, and remark 
that the aetiology of Raynaud’s syndrome is still obscure. 
The output of heat by the distal 2:8 cm. of one finger 
of 20 normal subjects and 20 patients with Raynaud’s 
syndrome was measured every minute for 15 minutes in 
a calorimeter with an internal temperature of 9 to 11° C., 
the method used being similar to that described by Green- 
field and Shepherd (Clin. Sci., 1950, 9, 323; Abstracts 
of World Medicine, 1951, 9, 120). The warming-up of 
the calorimeter is dependent on the volume of blood 
flowing through the fingers. (The finger will, however, 
give off heat during the first few minutes even if its 
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drculation is blocked; this extra output was therefore 
determined in normal subjects by compressing the arm 
with a cuff at a pressure of 200 mm. Hg, and the average 
of the resulting figures subtracted from the values ob- 
tained in the main experiment.) 

In the normal subjects dilatation began in the Sth or. 
6th minute in the majority of cases—in 4 cases in the 4th 
minute and in the 7th and 8th minute in 2 other cases. 
It was found that the maximum heat output varied 
between 470 and 2,060 calories per ml. of finger volume, 
the mean heat output between the 6th and 15th minutes 
ranging between 323 and 1,466 cal. In the patients 
with Raynaud’s disease the results were strikingly dif- 
ferent. In 13 cases no vasodilatation developed during 
the entire 15-minute experimental period, in 5 cases it 
developed only after a delay of more than 8 minutes, in 
one case it was slightly delayed (7 minutes), and in one it 
occurred in the 4th minute. The mean heat output in 
these 7 cases between the 6th and 15th minutes was 167 
calories per ml. of finger volume. One of the patients 
had undergone sympathectomy for scleroderma and 
Raynaud’s disease, but no heat output was recorded in 
this case even after 15 minutes. The authors conclude 
that impairment of vasodilatation is the basic mechanism 
in Raynaud’s syndrome. I. McLean Baird 


150. The Effect of Lumbar Sympathectomy on the 
Collateral Arterial Circulation 

A. E. Wuire, J. FLAsHer, and D. R. Drury. Surgery 
[Surgery] 37, 567-575, April, 1955. 1 fig., 33 refs. 


The authors present, from the University of Southern 
California, Los Angeles, an account of experiments 
carried out on cats to determine the effect of lumbar 
sympathectomy on the collateral circulation of the 
proximal main artery of the hind limb. The main 
arteries to both hind limbs having been ligated, mercury 
angiography was performed via the abdominal aorta 
under anaesthesia. The injection pressure required to 
fill each femoral artery below the ligature was noted and 
from this the diameter of the largest collateral vessel 
transmitting the mercury could be calculated by means 
of a formula previously obtained by the authors. The 
angiograms also gave a general picture of the collateral 
systems. In another (control) group of cats the arterial 
pressures in the two femoral arteries distal to the ligatures. 
were compared and used as an index of collateral 
resistance. 

Three types of experiment were performed. (1) In the 
first group of animals one femoral artery was ligated 
4 to 30 days after the other. Mercury angiography 
showed that the largest collateral always developed on 
the side first ligated when the interval exceeded 21 days. 
{2) In the second group both main arteries were ligated 
and left lumbar sympathectomy performed; angio- 
graphy was performed after an interval of 14 to 75 days 
and showed no consistent difference between the col- 
lateral circulations in the right and the left limbs. (3) 
Blood-pressure measurements made at a point distal to 
the ligature in animals prepared as in Group 2 showed 


no difference between the right and left sides in the 4th | 


postoperative week. 
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The authors conclude that these results in the cat 
provided no evidence that lumbar sympathectomy in- 
fluenced the size of the collateral arteries, although an 
increase in diameter did eventually result with the 
passage of time. 

[In somewhat similar experiments on the rabbit the 
abstracter (Ann. roy. Coll. Surg. Engl., 1953, 13, 161) 
found that lumbar sympathectomy resulted in a tem- 
porary enlargement of the collateral arteries which lasted 
for several months.] C. J. Longland 


151. Arterial Replacement by ‘‘ Orlon ’’ Cloth. A Pre- 
liminary Report of its Experimental and Clinical Use 

J. B. Knnmontu, G. W. TAyLor, and R. H. Lee. British 
Medical Journal (Brit. med. J.| 1, 1406-1409, June 11, 
1955. 7 figs., 1 ref. . 


152. Healed Dissecting Aneurysm of the Aorta 
R. A. B. Drury. British Medical Journal (Brit. med. J.] 
2, 1114-1116, Nov. 5, 1955. 2 figs., 15 refs. : 


PULMONARY CIRCULATION 


153. A Clinical Study of Pulmonary Embolism (in the 
Absence of Heart Disease). (Etude clinique de l’embolie 
pulmonaire (chez le sujet 4 coeur antérieurement sain)) 
A. GERBAUX and J. LENEGRE. Bulletins et mémoires de 
la Société médicale des hépitaux de Paris [Bull. Soc. méd. 
Hop. Paris] 71, 517-531, May 13, 1955. 6 figs., 1 ref. 


The authors describe the manifestations of pulmonary 
embolism as observed on 67 occasions in 44 patients 
(18 men and 26 women aged from 20 upwards) who 
were not suffering from overt heart disease, and discuss 
the prominent features of pulmonary infarction as seen 
in 37 of the patients, most of whom were treated at the 
H6pital Boucicaut, Paris. 

Substernal pain with breathlessness was present in 
54 out of 64 episodes (84:3%). Signs of acute cor 
pulmonale appeared in the early stages, but only rarely 
persisted for more than a few hours. In about one- 
third there was 4 feeling of intense anxiety, Pleural 
pain occurred in 28 out of 39 cases (71%), but in only 
half the cases was there haemoptysis. ‘Radiologically 
the finding of increased vascular markings confined to 
one lung field and elevation of the diaphragm on that 
side commonly confirmed the diagnosis, but angiography 
(carried out on 14 patients) was only rarely of value in 
demonstrating the blocked vessel. Electrocardiography 
showed in many cases prominence of Q; and inversion 
of T3, which disappeared with the patient’s recovery, 
while pronounced inversion of the T wave in Leads 
V1 to V3 was present in 90% of cases. The blood 
coagulation time was shortened in 40% of cases, and the 
authors consider that the presence of a normal pro- 
thrombin time is incompatible with the occurrence of 
embolism. Of the 44 patients, 5 died, one almost imme- 
diately, the 4 others surviving up to 2 days—a mortality — 
of 11:3%. All the remaining patients made a good 
recovery, except 2 in whom chronic cor pulmonale 
developed insidiously. J. Robertson Sinton 
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154. Treatment of Blood Disorders with A.C.T.H. and 
Cortisone 

MEDICAL RESEARCH COUNCIL PANEL ON THE HAEMATO- 
LOGICAL APPLICATIONS OF A.C.T.H. AND CORTISONE. 
British Medical Journal [Brit. med. J.) 2, 455-457, 
Aug. 20, 1955. 6 refs. 


A report on 2 years’ further experience of ACTH 
(corticotrophin) and cortisone in the treatment of various 
haematological disorders is presented. [Two earlier 
reports were published in 1952 and 1953 respectively 
(Brit. med. J., 1952, 1, 1261, and 1953, 2, 1400; Abstracts 
of World Medicine, 1952, 12, 428, and 1954, 15, 496).] 
Of 48 patients with acquired haemolytic anaemia, 39 
have now shown a satisfactory initial response to the 
hormones, although 200 to 300 mg. of cortisone daily 
was usually necessary for an optimum response. Symp- 
toms were suppressed with a maintenance dose of 50 to 
200 mg. of cortisone daily, but relapse promptly occurred 
if treatment was discontinued. The results of splenec- 


tomy performed after hormone therapy were disappoint- . 


ing. There was complete or partial remission of symp- 
toms in 22 out of 26 patients with thrombocytopenic 
purpura treated during the past 2 years, but in non- 
thrombocytopenic purpura the results were much less 
satisfactory. No favourable response was observed in 
aplastic or refractory anaemia. In 34 out of 49 children 
and 22 out of 52 adults with acute leukaemia transient 
remission was obtained, but in some of these cases 
cortisone or ACTH was combined with other forms of 
treatment. P. C. Reynell 


ANAEMIA 


155. Sickling, a Quantitatively Delayed Genetic 
Character 

R. G. SCHNEIDER and M. E. HAGGARD. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)] 89, 196-199, June, 1955. 3 figs., 
13 refs. 


The authors point out that sickle-cell disease is very 
rare in early infancy and unknown as a cause of death 
in utero, the percentage of sickle cells in the blood 
increasing gradually during the first weeks of life in 
affected infants. They suggest that a delay in the full 
production of haemoglobin S, analogous to the delay in 
replacing foetal by adult haemoglobin which occurs in 
the normal infant, may be responsible for these findings. 
To test this hypothesis cord blood from 84 newly-born 
negro babies was examined for sickling and its haemo- 
globin content analysed by paper electrophoresis.~ In 
7 cases sickling of 3 to 15% of the erythrocytes was 
demonstrated, and in 4 of these cases the proportion 
of haemoglobin S was shown to range from nil to 
21%. Blood samples from 4 of these babies 44 to 7 


months later, however, showed almost 100% sickling, 
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and the proportion of haemoglobin S had risen to 49 


to 50%. :A detailed study of one infant over a 7-month 
period showed the same trend. . 

It is concluded that the paucity of sickling erythrocytes 
in the newborn infant is due to the fact that haemo- 
globin S, like normal adult haemoglobin, is not fully 
formed at birth. A. J. Duggan 


156. Sickling Phenomenon in Northern Greece 

G. A. DELIYANNIS and N. TAVLARAKIS. British Medical 
Journal [Brit. med. J.] 2, 299-301, July 30, 1955. 1 fig, 
bibliography. 

In a large-scale survey carried out by the authors in 
the area of Chaldiki in north-eastern Greece a high 
incidence of the sickle-cell trait was discovered among 
5,008 indigenous subjects, whose families had lived in 
the region for centuries without mating with strangers, 
compared with its virtual absence in 2,055 subjects of 
varied origin, mostly refugees from Slav areas, Turkey, 
and Asia Minor, but including 292 gypsies; no sickling 
was found in the latter group with the exception of 2 
subjects whose parents originated from Smyrna in Asia 
Minor. Of the 37 indigenous villages surveyed, sickling 
was found in 22, 537 of the 3,583 inhabitants of these 
villages showing the phenomenon. ‘The highest inci- 
dence was seen on the Sithonia peninsula where in one 
village 265 (31-3%) of the 846 individuals tested showed 
the sickle-cell trait. In other villages in the same area 
the sickling rates were 32%, 24%, 19%, and 18% respec- 
tively, whereas in the remaining part of Chaldiki the 
incidence ranged from 2 to 14%. Hi. Lehmann 


157. New Data on Microdre Disease 
E. SILVEsTRONI and I. BiANco. Blood [Blood] 10, 623- 
632, June, 1955. 2 figs., 12 refs. 


Microdrepanocytic disease, which was first discovered 
by the present authors in 1945, is due to the simultaneous 
presence in the same individual of the sickle-cell gene, 


which is an allele of the gene responsible for the produc- | 


tion of normal haemoglobin, and the thalassaemia gene, 
which is not an allele of that gene, but is intimately 
associated with haemoglobin production. The combi- 
nation of these two genes even in the heterozygous state 
results in disease, although persons heterozygous for 
either one separately are usually healthy. 

The authors now report the results of an investigation 
carried out in eastern Sicily, where the incidence of both 
the sickle-cell trait and of thalassaemia is high, in which 
35 new of microdrepanocytic disease were dis- 
covered. Perhaps the most interesting finding was the 
wide variation in severity of the condition, which may 
cause serious incapacity or only very mild symptoms. 
In one case microdrepanocytic disease was demonstrated 
by laboratory tests but had produced no symptoms in 
the patient. In only about half the patients does the 
disease begin in early childhpod, the first symptoms not 
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being noted before the age of 6, 8, or even 10 in the others. 
From the point of view of population dynamics it was 
noteworthy that neither men nor women were sterile, 
but although many of the men had living offspring, 
no woman was found to complete a pregnancy. 

H. Lehmann 


158. Studies in Mediterranean (Cooley’s) Anemia. I, 
Clinical and Hematologic Aspects of Splenectomy, with 
Special Reference to Fetal Hemoglobin Synthesis 

C. H. Smiru, I. SCHULMAN, R. E. ANDo, and G. STERN. 
Blood [Blood] 10, 582-599, June, 1955. 9 figs., 45 refs. 


After a careful study of the results of splenectomy in 
thalassaemia major (Mediterranean or Cooley’s anaemia), 
Lichtman et al. (J. clin. Invest., 1953, 32, 1229) arrived at 
the conclusion that although the operation was of 
benefit in cases in which repeated transfusion had led to 
the production of haemolytic antibodies, and might thus 
be of great importance in dealing with the secondary 
effects of thalassaemia, no benefit was to be expected as 


far as the disease itself was concerned. This conclusion © 


has been confirmed and expanded by the present authors 
in the work here reported from the New York Hospital- 
Cornell Medical Center. In 9 patients with thalassaemia: 
major, whose ages ranged from 4 to 18 years, a pro- 
longation of the survival time of transfused erythrocytes 
was demonstrated after splenectomy, while by careful 
measurement of blood volume and circulating haemo- 
globin mass a striking reduction in their transfusion 
requirements. was shown to have occurred. The pre- 
sence in the erythrocytes in thalassaemia major of a high 


concentration of the alkali-resistant (foetal) haemoglobin . 


which normally disappears at the age of 6 months was 
used by the authors as a means of studying the effect of 
splenectomy on endogenous haemoglobin synthesis, 
which was shown to increase with the diminution in 
transfusion requirements. 

The authors are careful to emphasize that their results 
show that the indiscriminate removal of the spleen in 
all cases of severe thalassaemia cannot be justified, and 
that even when this procedure -is beneficial, it is never 
more than a palliative measure. H. Lehmann 


159. The Pathogenesis and Treatment of Idiopathic 
Hypochromic Anaemia. (Die Pathogenese und Therapie 
der essentiellen hypochromen Andmie) 

G. Dominici, G. OLIvA, and C. TRAMONTANA. Deutsche 
medizinische Wochenschrift. [Dtsch. med.. Wschr.] 80, 
883-887, June 10, 1955. 2 figs., 31 refs. 


Previous work by the authors and others on iron 
metabolism is briefly reviewed and emphasis laid on the 
possible relation between the respiratory function of 
tissue cells and cellular absorption of iron. The existence 
in normal gastric juice of a factor regulating the respira- 
tory processes of all tissues is postulated, lack of this 
factor causing a generalized metabolic disturbance of 
which idiopathic hypochromic anaemia is one mani- 
festation. The injection of 5 ml. of neutralized normal 
human gastric juice into normal subjects and patients 
suffering from pernicious anaemia, achylia, nutritional 
anaemia, hypoplastic anaemia, or agranulocytosis 


[numbers not stated] was followed in 4 to 6 hours by a 
fall in the blood sugar, amino-acid, and iron levels, 
whereas the injection of juice from patients with idio- 
pathic hypochromic anaemia did not have this effect. 
The repeated parenteral administration of 5 to 10 ml. of 
normal gastric juice to a patient with idiopathic hypo- 
chromic anaemia was followed by an improvement in 
the epithelial lesions and a rise in the haemoglobin level 
and erythrocyte count, although there had been no 
response to the oral administration of iron in the pre- 
ceding 2 weeks. Regression of signs and symptoms 
was also observed in cases of the Plummer-—Vinson 
syndrome during similar treatment. 

It is suggested that the disturbance of the respiratory 
processes of cells, and therefore of the uptake of iron 


‘ by cells, caused by deficiency of the factor present in 


normal gastric juice affects all the tissues, and that a 
fall in haemoglobin level occurs as an early manifestation 
of this disturbance owing to the high metabolic activity 
of the haematopoietic tissues, which makes them parti- 
cularly sensitive to it. 

[This paper presents, at greater length and with 
additional supporting material, essentially the same case 
as was put forward in a previous article by the same 
authors (Lancet, 1954, 2, 1105; Abstracts of World 
Medicine, 1955, 17, 270).]} Mary D. Smith 


160. Correlation of Serum-vitamin B,2 Levels and 
Urinary Folic Acid in Nutritional Megaloblastic Anaemia 
P. W. G. Tasker. Lancet [Lancet] 2, 61-63, July 9, 
1955. 1 fig., 19 refs. 


The author reports from the Institute of Medical 
Research, Kuala Lumpur, Malaya, the results of a study 
of the urinary folic acid excretion and serum vitamin-B,2 
(cyanocobalamin) levels in 29 subjects with nutritional 
megaloblastic anaemia, all of whom had a haemoglobin 
concentration of less than 5 g. per 100 ml. The serum 
cyanocobalamin levels were determined by Ross’s 
method, using Euglena gracilis as the test organism, and 
urinary folic acid content by Girdwood’s method (Strepto- 
coccus lactis). As judged by the reported normal range 
of serum cyanocobalamin concentration (100 to 720 pyg., 
mean 358 pyg., per ml.) 11 of the 29 patients. were 
suffering from a deficiency of the vitamin. 

A loading dose of 5 mg. of folic acid was given sub- 
cutaneously and the amount excreted in the urine in the 
following 6 hours was assayed. Thereafter 15 mg. of © 
folic acid was given daily parenterally for the next 5 days 
to ensure saturation, and 48 hours after the last dose a 
second loading dose of 5 mg. of folic acid was given 
orally and the subsequent 6-hour urinary excretion again 
assayed. (A control test of urinary excretion of folic 
acid which was performed on 15 patients with normo- 
blastic nutritional anaemia showed that (1) a sub- 
cutaneous loading dose gave a mean 6-hour excretion 
of 2-02 mg. and (2) an oral loading dose gave a mean 
6-hour excretion of 1-63 mg.) In the patients with 
nutritional megaloblastic anaemia the excretion of folic 
acid was below normal after the subcutaneous dose in 
8 and after the oral loading dose in 11 instances. 
There was a definite correlation between the serum 
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cyanocobalamin level and the urinary excretion of folic 
acid after the subcutaneous injection of 5 mg. of folic 
acid, but no correlation between these values after the 
oral dose. The present investigation showed that the 
excretion of folic acid was normal while the serum 
cyanocobalamin level was normal, and it is suggested 
that folic acid deficiency follows cyanocobalamin de- 
ficiency. I. McLean Baird 


161. Intrinsic Factor Studies. III. Further Observations 
Utilizing the Urinary Radioactivity Test in Subjects with 
Achlorhydria, Pernicious Anemia, or a Total Gastrectomy 
R. F. ScuituinGc, D. V. CLATANoFF, and D. R. Korst. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.) 45, 926-934, June, 1955. 11 refs. 


In patients after total gastrectomy and those with 
pernicious anaemia the absorption of orally administered 
vitamin B,2 (cyanocobalamin) is markedly less than 
normal owing to the lack of Castle’s intrinsic factor. 
At present there is no satisfactory test in vitro for intrinsic- 


factor activity, but in this paper from the University of © 


Wisconsin Medical School, Madison, the authors describe 
a test in vivo in which the radioactivity in the urine is 
determined after administration of cyanocobalamin made 
radioactive by incorporation of radioactive cobalt (6°Co), 
thus affording an indirect means of estimating intrinsic- 
factor activity. The test was carried out on 18 normal 
and 31 achlorhydric subjects with no evidence of per- 
nicious anaemia, 35 patients with known pernicious 
anaemia, and 13 who had undergone total gastrectomy. 
Radioactive cyanocobalamin (1 to 2 wg.) was given orally 


and 1,000 yg. of the non-radioactive vitamin was injected | 


intramuscularly 2 hours later. The urine was collected 
for 24 hours and the percentage of the dose of Co 
excreted during that time was calculated. 

In the control subjects this proportion ranged from 
7 to 22% and in the achlorhydric subjects from 2-22 to 
29%, but in those with pernicious anaemia and after 
total gastrectomy it ranged from nil to 2-3%. When, 
however, these last were given the same dose of radio- 
active cyanocobalamin along with a preparation of 
intrinsic factor the proportion excreted was 3-1 to 30%. 
The authors state that this test is of value in the diagnosis 


not only of new cases of pernicious anaemia but also of 


those which have already been treated with cyanoco- 
balamin or folic acid. The test may also be employed 
in estimating the intrinsic-factor activity of preparations 
of unknown potency. A. Ackroyd 


162. Oral Treatment of Pernicious Anaemia with a Com- 
bined Vitamin B;2 and Intrinsic Factor Preparation 

E. K. BLackBuRN, H. CoHEN, and G. M. WILSON. 
British Medical Journal [Brit. med. J.] 2, 461-463, 
Aug. 20, 1955. 2 figs., 8 refs. 


An oral preparation containing a combination of 


crystalline vitamin B,;2 (cyanocobalamin) and intrinsic 
factor derived from gastric mucosa was given to patients 
with pernicious anaemia at the Royal Infirmary, Sheffield. 

In 4 out of 5 patients with untreated pernicious anaemia 
there was a satisfactory haematological response; in the 
fifth patient this treatment was without effect, although 


there was a subsequent response to parenteral administra- 
tion of cyanocobalamin. The new oral preparation was 
also given to 12 patients who had been receiving main- 
tenance injections of cyanocobalamin for. over a year, 
During the second 6 months of this treatment the haemo- 
globin level fell in 11 of the 12 patients although they 
remained clinically well. No such fall was observed in 
12 matched controls. In one case not included in the 
trial subacute combined degeneration of the cord 
developed during treatment with the new preparation. 
It is concluded that the oral preparation, which is 
more expensive than cyanocobalamin, is not reliable in 
the treatment of pernicious anaemia and cannot be 
recommended for routine use. P. C. Reynell 


163. Atrophic Gastritis ofthe Fundus in Pernicious 
Anaemia. (La gastrite atrophique du fundus dans 
l’anémie pernicieuse. Etude biopsique) 

C. DeBRAy, R. LAUMONIER, and F. BESANGON. Semaine 
des hépitaux de Paris [Sem. Hép. Paris] 31, 2083-2095, 
June 14, 1955. 13 figs., 43 refs. 


The authors describe their findings in specimens of 
mucosa removed from the fundus of the stomach by 
aspiration biopsy in 50 cases of Addisonian pernicious 
anaemia at the H6pital Bichat, Paris. Lesions were 
always present, though varying in degree and distribution, 
and consisted in atrophy and lack of differentiation of 
the glands, associated with interstitial inflammation. 
No significant improvement was found after treatment 
with vitamin B;2 (cyanocobalamin). 

The authors regard these changes—particularly when 
widespread—as characteristic of Addisonian anaemia, 
though not absolutely specific. However, they consider 
this method of gastric biopsy, which has proved easy and 
harmless, to be indispensable for the diagnosis of the 
disease in the occasional difficult case with predominant 
nervous symptoms and no gross haematological disturb- 
ance. The article is illustrated with numerous photo- 
micrographs. Janet Vaughan 


164. Atrophic Gastritis and Its Relation to Pernicious 
Anaemia. (Les gastrites atrophiques et ra rapports 
avec l’anémie pernicieuse) 

C. DEBRAY, R. LAUMONIER, and F. Benepe: Semaine 
des hépitaux de Paris [Sem. Hép. Paris] 31, 2096-2098, 
June 14, 1955. 4 figs., 1 ref. 


The authors compare their findings on biopsy of the 
gastric mucosa in 50 cases of Addisonian pernicious 
anaemia [see Abstract 163] with those in 19 cases of 
atrophic gastritis unaccompanied by haematological or 
neurological signs or symptoms and in which the serum 
concentration of vitamin B (cyanocobalamin) was 
normal. In 8 of the latter group the gastroscopic 
appearances were normal, atrophy being found in the 
biopsy specimen only. They conclude that although the 
changes in the mucosa in Addisonian penicious anaemia 
are not absolutely specific, they are more, extensive and 
older in appearance than those seen in cases of atrophic 
gastritis without evidence of cyanocobalamin deficiency, 
and differ from them in that they cannot be improved 
by treatment. Janet Vaughan 
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165. Avitaminosis B;2 in Pernicious Anaemia. (L’avita- 
minose B;2 dans l’anémie pernicieuse) 

R. WoLrF and F. BesANGON. Semaine des hépitaux de 
Paris {Sem. Hép. Paris] 31, 2098--2103, June 14, 1955. 
2 figs., 17 refs. 


The authors describe investigations carried out at the 
Faculty of Medicine of Nancy and the H6pital Bichat, 
Paris, into the cyanocobalamin content of different 
tissues in normal subjects and in patients with Addisonian 
pernicious anaemia. Normal gastric mucosa contains, 
onan average, 120 myg. of the vitamin per g., which is 
3 times more than is present in muscle and 6 to 7 times 
less than in liver. 
from 4 patients with Addisonian pernicious anaemia 
the authors found levels ranging from nil (2 cases) to 
348 mpg. per g.; the concentration of cyanocobalamin 
in the gastric mucosa in such cases remains low even 
after that in the serum has risen, and is always low in 
patients with nervous symptoms only. Treatment with 
folic acid for one month had no effect on the serum 
cyanocobalamin evel in cases of pernicious anaemia. 

Janet Vaughan 


166. Trophic Disorders in the Cutaneous and Mucous 
Tissues in Pernicious Anaemia. (Les troubles trophiques 
cutanéo-muqueux dans l’anémie pernicieuse) 
F.BESANGON. Semaine des hépitaux de Paris [Sem. Hop. 
Paris] 31, 2107-2111, June 14, 1955. 3 figs., 10 refs. 


The author discusses the trophic’ changes which may 
occur in the skin and mucous membranes in Addisonian 
pernicious anaemia. Apart from the usual glossitis, 
changes may be found in the oesophagus, particularly 
in women, similar to those associated with the Plummer- 
Vinson syndrome, but without evidence of iron deficiency. 
Pruritus, koilonychia, and watering of the eyes, often 
associated with psychological -disturbances, are also 

These trophic disorders, though never severe, pursue 
a chronic course and are resistant to all treatment. 
They are, however, rare in the author’s experience, 
occurring in only 6 out of a series of 60 cases of pernicious 
anaemia. Janet Vaughan 


LEUKAEMIA 


167. Response of Patients with Leukemia to 8-Aza- 
guanine 

J. Cotsky, L. E. MEISELAS, S. J. ROSEN, and I. SCHULMAN. 
Blood [Blood] 10, 482-492, May, 1955. 4 figs., 32 refs. 


8-Azaguanine is a compound closely resembling 
guanine in chemical structure, and its trial in the treat- 
ment of leukaemia was considered justifiable because it 
has been shown to be competitive with guanine in the 
metabolism of the living organism. Other workers have 
demonstrated that the compound causes retardation of 
growth of some transplantable malignant tumours in 
experimental animals, but no effect on human neo- 
plasms has so far been observed. The present report 
from New York Hospital (Cornell University Medical 
School), New York, describes the results of its trial in 


In biopsy specimens of gastric mucosa . 


4 cases of acute leukaemia, one of chronic lymphatic 
leukaemia, and one of lymphosarcoma. 

In three of the 4 patients with acute leukaemia there 
was a suppressive effect upon the leukaemic cells and 
associated regression of the enlarged liver, spleen, and 
lymph nodes. The authors point out that the admini- 
stration of 8-azaguanine to patients with conditions 
other than leukaemia did not result in haematopoietic 
depression, suggesting that leukaemic cells are more 
sensitive to 8-azaguanine than their normal counter- 
parts. In the 2 patients with chronic lymphatic leuk- 
aemia and lymphosarcoma respectively there was regres- 
sion of the lymphadenopathy and splenomegaly, but no . 
change occurred in the haematological status. The drug 
was administered intravenously in doses of 25 to 1,000 
mg. daily; in 5 of the 6 patients it produced toxic effects 
manifested by skin rashes, nausea, and vomiting. Cor- 
tisone administered before and concomitantly with 
8-azaguanine in one case did not prevent the skin changes. 

A. S. Douglas 


168. The Treatment of Acute Leukaemia with Fluoro- 
hydrocortisone. (Traitement des leucémies aigués par la 
fluorohydrocortisone) 
J. M. Hitt and L. Vincent. Sang [Sang] 26, 269-281, 
1955. 4 figs., 10 refs. 


9-«-Fluorohydrocortisone acetate (FHC), which has 
much the same action as cortisone but is 25 to 50 times 
more potent, was tried by the authors in the treatment 
of acute leukaemia at Baylor University Hospital, Dallas, 
Texas. Doses of hydrocortisone of up to 3 g. daily 
having been previously tolerated by patients with acute 
leukaemia, the authors gave FHC in doses up to 250 mg. 
to 3 such patients in the terminal phase, but without 
noticeable benefit. The next 14 patients on whom the 
drug was tried included 9 with acute myeloblastic leuk- 
aemia, 4 with acute lymphoblastic leukaemia,.and one 
with monocytic leukaemia. Treatment was started with 
small doses, which were then increased if necessary to 
about 400 mg. daily for an adult or 200 mg. for a child. 
The smallest dose that produced a remission was 200 mg. 
given over 9 days; the largest dose used was 5-275 g. 
in a month. A few of these patients, previously un- 
treated, received FHC alone, but most had already been 
treated with mercaptopurin, amethopterin, azaserine, 
cortisone, or other antileukaemic agent, sometimes with 
remission; in addition many received blood transfusions 
and antibiotics, and some of these agents were continued 
during treatment with FHC or during remissions. The 
patients’ diet was salt-free, and extra potassium was given 
by mouth (50 to 100 mEq. daily) and sometimes intra- 
venously. Body weight, blood pressure, and blood 
sugar, sodium, and potassium levels were observed fre- 
quently. Side-effects, which were relatively mild, in- 
cluded acne, raised blood pressure, and mental change 
(in one patient only). 

A complete if temporary remission was obtained in 7 
of the 14 patients, and a partial remission in 3; there was 
no response in 4 patients in the terminal stages of 
the disease. The longest period of remission observed 
so far was 6 weeks. It was noted that if a response 
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was obtained it was usually rapid. The effects of fluoro- 
hydrocortisone on the other cellular elements of the 
bone marrow are described. G. C. R. Morris 


169. The Treatment of Chronic Leucoses with Radio- 
active Phosphorus (32P). (Traitement. des _ leucoses 
chroniques par le radiophosphore 32P) 

R. FAuverT and J. MALLARME. Sang [Sang] 26, 282- 
293, 1955. 


During the last 3 years the authors have treated at the . 


H6pital Clichy-Beaujon, Paris, more than 100 patients 
suffering from chronic leukaemia with radioactive phos- 
phorus (32P), and in this paper they present their con- 
clusions, based on the results in 75 patients treated 86 
times. The method of administering the isotope was to 
give an initial intravenous dose of 2 to 5 millicuries, 
followed by smaller doses at intervals of 5 days so as 
to produce a constant level of radioactivity; the initial 
dose was generally higher in early cases and in those 
with a very high leucocyte count. Each dose was pre- 
ceded by a full blood count, the timing of the last dose 
being judged by experience to allow for a subsequent 
fall by one-half to two-thirds of the leucocyte count, 
since the action of 32P may continue for more than 
a month after the end of treatment. 

In 32 patients with myeloid leukaemia the results were 
good in the early cases, but the treatment was thought 
to be probably harmful in late cases. Of 14 of these 
patients who had relapsed after previous irradiation of 
the spleen, in 7 treatment with 32P produced a longer 
remission than had followed the irradiation. Among the 
40 patients with lymphatic leukaemia there were 6 with 
lymphosarcomatous masses, and for these local irradia- 
tion was more effective; the others responded well to 32P, 
' again excepting those in the terminal phase. Out of 12 
of the patients who had previously received radiotherapy 
remission in response to 32P was longer in 7 cases and 
equal in 4. Of 3 patients with monocytic leukaemia, 
one was treated with benefit. 

The authors conclude that 32P gives better results than 
conventional radiotherapy, except when the need is for 
local irradiation, and is easier to administer. For pro- 
longation of the remissions the authors recommend the 
use of arsenic or urethane for myeloid leukaemia, and 
arsenic, triethylene melamine, or cortisone for lymphatic 
leukaemia. G. C. R. Morris 


170. Dyssplenism Secondary to Chronic Leukemia or 
Malignant Lymphoma 

E. H. RemnwARD and V. Logs. Journal of the American 
Medical Association [J. Amer. med. Ass.) 158, 629-634, 
June 25, 1955. 4 figs., 18 refs. 


The rationale of splenectomy in certain cases of leuk- 
aemia or lymphoma in which it can be demonstrated 
that the spleen is contributing to the decrease in the 
formed elements of the peripheral. blood is discussed in 
this paper from Washington University School of 
Medicine, St. Louis, Missouri. Four cases are described 
in which leukaemia with splenomegaly was accompanied 
by signs of hypersplenism, and although the under- 
lying disease was itself capable of causing anaemia, 


thrombocytopenia, or leucopenia, the marrow appeared 
to be active. Splenectomy was carried out in all 4 
cases. 

The authors state that in cases in which it can be 
demonstrated that the life-span of the erythrocytes is 
shortened or there is no cause, such as gross invasion 
of the marrow, for thrombocytopenia or leucopenia, 
splenectomy may result in considerable palliation. _ 

A. Piney 


171. Triethylenethiophosphoramide in the Treatment of 
Chronic Leukemia 

C. J. D. Zararonetis, H. SHAy, and D. C. H. Sun, 
Cancer [Cancer (N.Y.)] 8, 512-522, May-June, 1955, 
7 figs., 2 refs. 


Triethylenethiophosphoramide- (thio-TEPA), one of 
a series of ethyleneimine derivatives, has been shown to 
exert a prolonged suppressive effect on the activity of 
experimental leukaemia in the rat (Sparks et al., Blood, 
1953, 8, 655). Preliminary trials of this drug in a 
number of patients with a variety of malignant tumours 
were encouraging, and in this paper from Temple 
University School of Medicine, Philadelphia, further 
observations of its effect in 2 cases of chronic lympho- 
cytic and 9 cases of — granulocytic leukaemia are 
reported. 

For intravenous or intramuscular injection thio-TEPA 
was dissolved in physiological saline in a concentration 
of 10 mg. per ml. It was given in a dosage of 2 to 
10 mg. (occasionally 25 mg.) daily at first and at longer 
intervals later, depending on the haematological findings. 
In some cases the drug was given by mouth in tablets 
containing 5 mg. or 10 mg. Full details are given for 
each case of the clinical findings and the results of blood 
and biochemical investigations. Clinical and/or hae- 
matological remission was obtained ‘in every case, the 
duration varying from 14 to 20 months. No significant 
immediate side-effects were observed, but there was 
bone-marrow depression in 8 cases. 

H. G. Crabtree 


HAEMORRHAGIC DISEASES 


172. A Familial Hemorrhagic Trait Associated with a 
Deficiency of a Clot-promoting Fraction of Plasma . 

O. D. Ratnorr and J. E. Cotopy. Journal of Clinical 
Investigation [J. clin. Invest.) 34, 602-613, April, 1955. 
39 refs. 


In the conversion of prothrombin to thrombin five 
blood components are generally accepted as being 
required, that is, antihaemophilic globulin, the Christmas 
factor, platelets, and Factors V and VII. Two further 
possible components have been suggested, namely, plasma 
thromboplastin antecedent (P.T.A.) and the fourth 
thromboplastin component. In this paper from the 
Western Reserve University School of Medicine, Cleve- 
land, Ohio, the authors describe a disorder of blood 
coagulation which they believe to be due to deficiency 
of yet another plasma factor previously unrecognized 
but thought to be necessary for normal conversion of 
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prothrombin to thrombin. They have tentatively called 
this the “‘ Hageman factor ’’ (from the name of the first 
patient studied) and they present evidence that this 
coagulation component is different from any of those 
mentioned above. 

The defect was found in 3 adult patients, one male and 
two female, the 2 women being sisters but the male 
patient quite unrelated. It is of particular interest that 
none of these patients had noted any signs of a haemor- 
thagic tendency, and the disturbance of coagulation was 
discovered in the man and one of the women only by 
the finding of a prolonged whole-blood clotting time on 


routine blood examination before operation. (Incident- 


ally, both opérations were carried out without abnormal 
haemorrhage occurring). Detailed investigation showed 
that plasma from the patients had a normal one-stage 
clotting time and therefore there was no deficiency of 
Factors V or VII. The patients’ centrifuged, platelet- 
free plasma, however, was incoagulable and the fault 
is therefore believed to lie in a plasma factor rather 
than in a platelet abnormality. The platelet-free plasma 
remained incoagulable without the addition of an anti- 
coagulant, but, clotted in the normal time on addition 
of plasma from patients suffering from haemophilia, 
Christmas disease, P.T.A. deficiency, and fourth thrombo- 
plastin component deficiency. The patients’ blood also 
showed deficient prothrombin consumption. 

The Hageman factor can be prepared from normal 
serum, which of course contains no prothrombin, 
Factor V, antihaemophilic globulin, or fibrinogen, as 
these are used up in the process of clotting. The 
Christmas factor and Factor VII can be removed by 
adsorption on barium sulphate, and the fourth thrombo- 
plastin component by heating to 60°C. It is thought 
that the resulting preparation is likely to contain P.T.A. 

A. S. Douglas 


173. Substitutive Treatment of Haemorrhagic Disease 
due to Deficiency of the Plasma Thromboplastin Com- 
ponent. (Sulla terapia sostitutiva della malattia emor- 
tagica da deficienza di fattore tromboplastinico B (PTC)) 
M. Amato and A. CAMERA. Pediatria [Pediatria 
(Napoli)] 63, 457-470, 1955. 5 figs., 19 refs. 


At the University Paediatric Clinic, Naples, the sub- 
Stitutive treatments mentioned below were given at 
different times to a 6-year-old boy suffering from 
Christmas disease (deficiency of plasma thromboplastin 
component). The efficacy of the various forms of treat- 
ment was judged by determination of the blood clotting 
time, one-stage prothrombin time, recalcification time, 
prothrombin consumption, and the prothrombin time 
with diluted thromboplastin. 

The subcutaneous implantation of 40 mg. (4 tablets), 
later increased to 80 mg., of thromboplastin led to no 
Significant change in the haemorrhagic condition. 
Transfusions of 100 ml. of pooled human plasma or 
serum which had been stored at room temperature were 
also without significant effect. Rapid improvement, 
however, which was noticeable after half an hour and 
lasted about 8 days, resulted from the transfusion of 
(1) 250 ml. of fresh homologous blood, or (2) 150 ml. 


of plasma prepared within 12 to 24 hours from fresh 
homologous blood at low temperature, or (3) 100 ml. 
of reconstituted lyophilized human antihaemophilic 
plasma; all three procedures were found to be equally 
effective. 

The authors suggest that until adequate quantities of 
specific factor (Cohn’s Fraction IV) are available the 
treatment in such cases should consist in the transfusion 
of whole blood, fresh plasma, or antihaemophilic 
plasma at intervals of 8 to 10 days. M. Lubran 


174. Autoerythrocyte Sensitization. A Form of Purpura 
Producing Painful Bruising following Autosensitization to 
Red Blood Cells in Certain Women 

F. H. GARDNER and L. K. DiamMonp. Blood |Blood] 
10, 675-690, July, 1955. 3 figs., 10 refs. 


The authors of this paper from Harvard Medical 
School describe an important new concept of tissue 
sensitivity to extravasated erythrocytes, with particular 
reference to the occurrence in 4 women of an abnormal 
response to bruising which was characterized by local 
pain, swelling, and extension of bleeding into adjacent 
areas. The authors differentiate this condition from 
that of ‘“‘ purpura simplex’’, in which the patients 
bruise easily, particularly on the legs, and in which there 


_ is no significant local reaction. 


In all the 4 cases described there was a history of 
earlier trauma associated with bruising. This was 
followed, after varying periods, by the onset of painful 
ecchymotic lesions, which occurred without obvious 
trauma or as the result of a trivial injury. In 2 of the 
cases there were other haemorrhagic episodes, such as 
haematemesis, cerebral haemorrhage, and bleeding from 
the gastro-intestinal and genito-urinary tracts without 
known cause. Skin tests, which are described in detail, 
showed that there was no abnormal response to the 
intradermal injection of serum or plasma fractions. The 
injection of erythrocytes, however, produced a marked 
response in all 4 patients and no response in 22 adult 
control subjects. The antigenicity of the erythrocytes 
was found to be present in the stromal lipoprotein and 
not in the haemoglobin. The authors. suggest that a 


fixed tissue antibody reacts with the erythrocytic stroma 


to produce oedema, increased capillary permeability, 
and further extravasation of blood into the tissues. The 
blood clotting mechanism was normal. 

There is no specific therapy available for this form of 
purpura. In 3 of the 4 patients some spontaneous 
improvement occurred. Splenectomy was carried out 
in 2 cases, resulting in one in freedom from the ecchy- 
motic lesions for 3 years followed, however, by recur- 
rence; the other patient was believed not to have 
derived any benefit from removal of the spleen. In 
one case there was considerable improvement during the 
administration of cortisone. : A. S. Douglas 


175. Mechanism of Action of Heparin as an Etiological _ 
Basis for Homeostasis (Hemorrhage and Thrombosis) 

C. E. Bramset, A. H: Corwin, and V. A. CAPONE. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 230, 276-292, Sept., 1955. 13 figs., 31 refs. 
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Respiratory System 


176. The Asymptomatic Isolated Pulmonary Nodule 
E. W. WiLkins. New England Journal of Medicine [New 


Engl. J. Med.) 252, 515-520, March 31, 1955. 1 fig., 
12 refs. 


Between 1947 and 1954 at the Massachusetts General 
Hospital, Boston, thoracotomy was performed in 77 
cases in which a localized rounded-shadow in the lungs 
had been found on routine x-ray examination. [The 
series imcluded only cases subjected to thoracotomy; 
presumably others were observed during the same period 
in which, for various reasons, thoracotomy was not 
considered necessary.} At operation primary carcinoma 
of the lung was found in 27 cases (with metastases in 5), 
metastatic carcinoma in 6, hamartoma or other benign 
tumour in 21, tuberculosis in 18, and a non-tuberculous 
inflammatory process in 5. It is noteworthy that in 
69 of the cases the shadow was more than 5 cm. in 
diameter. Bronchoscopy was found to be helpful in 
only 3 out of 33 cases in which it was employed. Cyto- 
logical examination revealed malignant cells in 3 out of 
32 cases; this finding in one case subsequently proved 
to be falsely positive. Comparison with earlier radio- 
graphs was helpful in 4 of the 16 cases in which such 
radiographs were available. Examination of the sputum 
in 11 of the 18 cases of tuberculosis proved negative. 

In the author’s view diagnostic thoracotomy, which 
has a “ negligible ’’ mortality, should always be carried 
out in these cases. Two patients in the series, both of 
whom had carcinoma of the lung, died after operation. 

J. G. Scadding 


177. The Pulmonary Manifestations of Fibrocystic 
Disease of the Pancreas 

P. A. pit SAnt’AGnese. Diseases of the Chest [Dis. 
Chest] 27, 654-667, June, 1955. 8 figs., 19 refs. 

Cystic fibrosis of the pancreas, despite its name, is a 
generalized hereditary disease of children in which the 
pancreas, the lungs, the sweat glands, and frequently 
the liver are affected. The basic nature of this wide- 
spread disturbance is not known, but it is probable that 
all exocrine glands are affected in this condition. A 
variable degree of bronchial and pulmonary involvement 
is a virtually constant feature of the disease, usually 
dominates the clinical picture and determines the fate 
of the patient. Cystic fibrosis of the pancreas is the 
commonest cause of chronic non-tuberculous lung disease 
in the pediatric age group. 

Cystic fibrosis of the pancreas differs from other 
diseases of the lungs in that the basic phenomenon 
leading to respiratory involvement is a mechanical one: 
failure to remove bronchial mucus (perhaps abnormal 
in its physico-chemical characteristics), which results in 
widespread obstruction and predisposes the patients to 
secondary infection. Bronchial obstruction may thus 
be looked upon as the primary and cardinal manifesta- 
tion of the pulmonary component of fibrocystic disease 


54 


of the pancreas. The infecting organism is usually 
Staphylococcus aureus hemolyticus. 

Early diagnosis and administration of antibiotics 
before the respiratory infection causes permanent damage 
to the bronchi, in addition to appropriate dietary 
measures, offer the best hope for such patients. — 
[Author’s summary.] 

178. The Middle Lobe Syndrome. A Review of the 
Anatomic and Clinical Features 
D. B. Errcer and J. R. Ervin. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rey, 
Tuberc.] 71, 775-784, June, 1955. 7 figs., 3 refs. 


The authors, citing cases studied at the Cleveland 
Clinic Foundation, Cleveland, Ohio, describe three 
pathological phases in the development of the middle- 
lobe. syndrome and correlate them with the clinical 
features. The syndrome is defined as a suppurative 
process affecting the middle lobe or lingula which is 
characterized by recurrent inflammatory episodes, pro- 
ductive cough, fever, and haemoptysis. The length, 
pliability, and angle of origin of the bronchus and the 
proximity of three or more peribronchial lymph nodes 
are of direct significance in the production of the syn- 
drome. It is claimed that enlargement of lymph nodes 
brought on by viral or bacterial inflammation may cause 
bronchial compression which, with oedema of the bron- 
chial mucosa, leads to occlusion. Infection of the lobe 
distal to the obstruction produces the first clinical phase 
in the middle-lobe syndrome. If the block is transient 
there may be complete re-expansion with return of 
function; with a longer-lasting obstruction the lobe may 
eventually re-expand although it remains bronchiectatic; 
and if the stenosis is permanent a destroyed lobe results. 

The importance of a careful history and clinical 
examination is emphasized. Diagnostic aids include the 


' radiological appearances in postero-anterior and lateral 


projections; bronchoscopy, which may show extrinsic 
compression and mucosal oedema and serve to rule out 
a neoplasm or foreign body; and bronchography which 
may reveal a filling defect or bronchiectasis. 

Treatment in most cases is by excision of the diseased 
lobe. In long-standing cases, however, there may be 
bronchial erosion by calcified lymph nodes or by broncho- 
liths and the artery and bronchus may be fused; in such 
cases the authors first divide the pulmonary vein. Com- 
plications in the 32 cases operated on included hydro- 
pneumothorax (2 cases) and empyema (1 case). The 
outcome in all was satisfactory and there were no deaths. 

[The value of the lordotic view in studying the middle 
lobe radiologically needs to be mentioned, as does the 
importance of adequate postural drainage, both in treat- 
ment and as a preoperative measure. The role of 
chronic sinusitis in causing bronchial obstruction through 
aspiration of secretion is worthy of consideration.] 

L. Capper 
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1799. Bilateral Bronchiectasis. 
laterales) 

j. A. TAIANA and A. H. ViILLEGAS. Prensa médica 
argentina [Pren. méd. argent.) 42, 1089-1097, April 22, 
1955. 31 refs. 


This paper from the Institute of Thoracic Surgery of 
the Faculty of Medicine, Buenos Aires, describes the 
management of 61 cases of bilateral bronchiectasis. 
Acute bronchopneumonia was the commonest ante- 
cedent to this condition, the symptoms of which had 
been present for an average of 15 years. The average 
age of the patients was 24 years. Four of them suffered 
from concomitant mitral stenosis, but they appeared to 
tolerate surgical intervention quite well. There was a 
single case of the Kartagener syndrome. 

Treatment was surgical in 40 cases and medical in 21. 
The authors regard the latter as definitely inferior in its 
results to the former, only 2 of the patients treated 
medically having improved, while the condition of 7 
actually deteriorated. Of those treated surgically, 33 
underwent unilateral and 7 bilateral operation (a mini- 
mum interval of 8 to 12 months being advised). Of the 
former, 29 were either cured or substantially improved. 
The total number of operations was 55, lobectomy being 
performed in 40 cases, segmental resection in 5, and 
pneumonectomy in one, the r2mainder being accounted 
for by such procedures as thoracoplasty and decortica- 
tion. Atelectasis occurred in 12 cases, broncho-pleural 
fistula in 11, and empyema in 9 after resection, the 
complication rate in patients operated on in the face- 
down position being notably ‘2ss than in those operated 
on in the lateral position. The mortality rate directly 
attributable to operation was /-5%. It is claimed that of 
the 40 patients. treated surgically, 19 were cured and 16 
were improved. Paul B. Woolley 
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180. The Effects of Breathing 99-6°, Oxygen on Pul- 
monary Vascular Resistance and Cardiac Output in 
Patients with Pulmonary Emphysema and Chronic 
Hypoxia 

R. H. Witson, W. Hosetu, and M. E. Dempsey. Annals 
of Internal Medicine [Ann. intern. Med. ] 42, 629-637, 
March, 1955, 3 figs,, 24 refs. 


The authors have studied, at the Southwestern Medical 
School (University of Texas), Dallas, Texas, the cardiac 
output and its effect on pulmonary arterial pressure in 
21 patients with severe diffuse pulmonary emphysema 
and chronic hypoxia. The pulmonary arterial wedge, the 
tight ventricular, and the pulmonary arterial pressures 
were recorded and samples of blood were collected 
for determination of pH, arterio-venous oxygen dif- 
ferences, pulmonary arterial carbon dioxide tension 
(paCO2), and arterial oxygen saturation, first when the 
subject was in a steady state and then again when he 
had been breathing 99-6% oxygen for 20 minutes. 

It was found that the mean minute volume, which was 
9 litres while the patient was breathing air, fell to 
6 litres on changing to 99°6% oxygen. The mean 
PaCO2 increased from 47:7 mm. Hg to 60-5 mm. Hg 
while breathing oxygen. The mean cardiac output de- 
creased from 5:53 litres to 4:84 litres per minute, and 


the pulmonary vascular resistance was also decreased, 
there being a significant correlation between the mean 
total cardiac output and the total mean pulmonary 
vascular resistance both while breathing ambient air 
and while breathing oxygen. The mean pulmonary 
arterial pressure decreased from 25-2 to 19-9 mm. Hg 
and the mean pulmonary arterial wedge pressure from 
5-16 to 4:03 mm. Hg. The authors consider that this 
decrease is due to the diminution of pulmonary vascular 
resistance and the fall of cardiac output while oxygen is 
being breathed. G. M. Little 


181. Multiple Osteomas of the Trachea ! 

R. P. WALDMANN. Archives of Otolaryngology [Arch. 
Otolaryng. (Chicago)| 61, 658-660, June, 1955. 3 figs., 
5 refs. 


_ The condition of multiple osteoma of the trachea was 
first described by Wilks in 1857. It is uncommon— 
Dalgaard could collect only 90 cases for review in 1947 
—and the aetiology is obscure. The sexes are about 
equally affected and the incidence is evenly distributed 
for all ages above 30. The symptoms are those of 
tracheal obstruction and may range from simple dryness 
of the throat to severe dyspnoea and all the pulmonary 
complications that follow a chronic obstruction. The 
tumours (‘‘ tracheopathia chondro-osteoplastica”’) are 
small, warty, submucosal masses which grow in relation 
to the tracheal rings; they are never found on the 
posterior wall. The mucosa is intact unless a secondary 
lung infection has developed. Among the various causes 
suggested are that they are congenital in origin, result 
from some alteration of elastic or other connective tissue 
elements, are caused by chronic inflammation, and, 
as suggested by Dalgaard, that they arise from elastic 
tissue by direct metaplasia and that this elastic cartilage 
can ossify by osteoblastic activity. The only treatment 
is removal of larger masses which are causing obstruc- 
tion. Clerf tried irradiation, giving a tumour dose of 
750 r in a case in which there was haemoptysis; the 
bleeding was stopped, but 9 months later there was no 
change in the appearance of the lesions. 

In the case here reported from Letterman Army 
Hospital, San Francisco, a woman of 60 had complained 
for some months of non-productive cough and the 
feeling of a lump in the throat ’’. Endoscopy showed 
numerous smooth, non-ulcerated excrescences varying 
from 1 to 5 mm. in diameter and apparently attached 
to the tracheal rings. There was no involvement of the 
bronchi, as has been reported in some cases. Méicro- 
scopical examination of a biopsy specimen showed 
lobulated fragments of mature bone containing osteo- 
cytes, Haversian systems, and apparent marrow, sur- 
rounded by fibrous tissue and covered by ciliated, pseudo- 
stratified columnar epithelium. On radiography the 
masses had the appearance of circumscribed densities 
of a cartilaginous-bony nature. Tomographic studies 


- did not show any actual connexion with the tracheal 


rings. The author states that confusion with thyroid- 
gland calcification should not arise, as there is strict 
limitation to the confines of the trachea. 

F. W. Watkyn-Thomas 


lally 
lage 
tary 
s.— 
the 
v of 
Rey, 
and 
hree 
\dle- 
itive 
h is 
pro- 
gth, 

the 
des 
syn- 
ron- 
lobe 
nase 
jient 
of 
may 
ults, 
‘ical 

the 
eral 
nsic 
out 
rich 
ised 
be 
uch 
om- 
iro- 
The 

ths. 
idle 
the 

of 
ugh 


Urogenital System 


A. B. Sarewitz. Annals of Internal Medicine [Ann. 
intern. Med. 42, 1187-1189, June, 1955. 6 refs. 


“Nystatin ’’, an antifungal substance produced by 
growth of a soil actinomycete, Streptomyces noursei, was 
first described by Hazen and Brown in 1951 under the 
name “ fungicidin” (Proc. Soc. exp. Biol., N.Y., 1951, 
76, 93; Abstracts of World Medicine, 1951, 10, 19). 
It has a potent inhibitory effect on many fungi, including 
Candida albicans. The author reports the results of 
treatment with nystatin in 5 cases of severe monilial 
vulvovaginitis, in all of which the diagnosis was con- 
ne by microscopical identification of yeast forms of 
C. albicans in exudate from the lesions or in urine. 
The usual dose was one tablet (containing 500,000 units) 


by mouth 3 times.a day. In all cases there was a rapid 


clearing of the lesions, with relief of itching and soreness. 
When the drug was discontinued, however, relapse 
occurred. One patient received nystatin for over 3 
months without ill-effects. No adverse reactions were 
noted. F. B. Cockett 


183. Fine Structure of Renal Glomerulus as Revealed 
by Electron Microscopy 

J. F. Rinewart. Archives of Pathology [Arch. Path. 
(Chicago)} 59, 439-448, April, 1955. 7 figs., 20 refs. 


At the University of California School of Medicine, 
San Francisco, the structure of the renal glomerulus in 
the rat was examined by electron microscopy, a wide- 
field objective pole piece being used and selected fields 
being photographed at magnifications of <x 600 to 
x 5,000. The procedure was as follows. Small blocks 
of renal tissue from deeply anaesthetized rats were fixed 
immediately. Slices of cortex were then cut off and 
placed in 1% buffered osmic acid (pH 7:4), and while 
still in the fixative the slices were cut into pieces approxi- 
mately 1 c.mm. in size. After 2 hours the tissue was 
rinsed in distilled water and dehydrated in alcohols over 
a period of 3 hours. Finally it was embedded in 
n-butyl methacrylate, and sections of 0-1 to 0-025 yu 
were cut with a Servall microtdme and examined, without 
removal of the embedding medium, under the electron 
microscope. 

Three distinct layers were seen between the blood 
stream and the Bowman space. The inner component 
consisted of vesicular endothelial cells, some of which 
showed branching cytoplasmic processes inserted into 
the basement membrane proper, the inner aspect of 
which was completely lined with endothelial cytoplasm. 
The second layer was the basement membrane, which 
appeared finely porous and is regarded as a cytoplasmic 
product of the endothelium. Collagen fibres, usually 
present in basement membranes, were not seen in the 
glomerular membrane. The third layer was formed of 
branched epithelial cells with foot-like processes com- 


pletely covering the basement membrane. The cyto. 
plasm bordering the membrane was sometimes vesicular, 
The author suggests that fluid is transferred across 
the endothelial cytoplasm through the small vesicles and 
that the finely porous basement membrane may act as a 
filter for protein. Further, the epithelium probably has 
an active role and may be contractile and hydrophilic 
and so function as a sponge. B. G. Maegraith 


184. The Effect of a Single Oral Dose of the Carbonic 


Anhydrase Inhibitor, Acetazoleamide, in Renal Disease 
M. Kaye. Journal of Clinical Investigation [J. clin. 
Invest.| 34, 277-284, Feb., 1955. 1 fig., 20 refs. 


At the ‘Royal Victoria Hospital, McGill University, 
Montreal, the author has compared the effects of aceta- 
zolamide on the composition, acidity, and volume of 
urine excreted by 4 healthy subjects and 15 patients with 
severe renal disease who were in a steady clinical state, 
without diarrhoea or vomiting. Each subject drank 
120 to 300 ml. of water (depending on body weight) at 


_ 5 a.m. and again each hour until 1 p.m. At 10.30 a.m, 


10 mg. of acetazolamide per kg. body weight was given 


‘ by mouth. Urine was collected under oil each hour 


between 8.30 a.m. and 1.30 p.m. 

‘In the normal’ subjects administration of acetazol- 
amide was followed by a moderate increase in the volume 
of urine excreted, a rise in its pH above 7-4, a marked 
increase in sodium and bicarbonate excretion and a 
smaller increase in that of potassium and phosphate, 
and a fall in the titratable acidity and ammonia content 
of the urine. In 6 patients with various renal diseases 
uncomplicated by acidosis the response was similar, but 


the increase in sodium and bicarbonate excretion was 


less than in normal subjects, and potassium instead of 
sodium was the major cation in the urine in 4 cases. 
The drug had no significant effect on the renal function 
of 6 patients with similar kidney diseases, but whose 
plasma bicarbonate concentration was 19 mEq. per litre 
or less. In 3 cases of idiopathic renal tubular acidosis 
the drug produced the usual changes only after the 
acidosis had been corrected by giving sodium citrate. 
In the presence of acidosis induced in 2 healthy subjects 
by the administration of ammonium chloride, acetazol- 
amide caused a fall in urinary volume and sodium 
excretion instead of a rise, and a much smaller increase 


‘in pH and in potassium and bicarbonate excretion. 


In view of its almost complete lack of side-effects the 
author suggests that the drug might be found useful in 
the treatment of primary or secondary renal disease with 
fluid retention, for alkalization of the urine, or to 
induce potassium loss. It may be used in the presence 
of hypertension and azotaemia, but will be found value- 
less if acidosis is severe. The possible reasons for this 
lack of effect in the presence of acidosis are discussed, 
but no conclusions can be drawn from the evidence 
available. Thomas B. Begg 


182. Treatment of Genitourinary Moniliasis with Orally 
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185. The Erythrocyte-sedimentation Rate in Hypo- 
hyroidi 

§.G. McA.PIne. Lancet [Lancet] 2, 58-60, July 9, 1955. 
; fig., 9 refs. 


At the Royal Infirmary, Glasgow, dceiniliasine of the 
erythrocyte sedimentation rate (E.S.R.) by the standard 
Westergren technique on 19 patients with hypothyroidism 
and 4 with pituitary hypofunction showed that in 19 
of the 23 cases the rate exceeded the upper limit of 
normal (10 mm. per hour), in 18 cases being 20 mm. or 
more per hour; thus in only 4 patients was the E.S.R. 
within normal limits. In most of the patients the E.S.R. 
returned to normal after treatment with thyroid extract. 
It is suggested that electrophoretic studies of the serum 
proteins might cast light on this phenomenon. 

I. McLean Baird 


186. Thyroxine Binding Capacity of Serum Alpha 
Globulin in Hypothyroid, Euthyroid, and Hyperthyroid 


E.C. ALBRIGHT, F. C. LARSON, and W. P. Deiss. Journal 
of Clinical Investigation [J. clin. Invest.] 34, 44-47, Jan., 
1955. 2 figs., 9 refs. 


Circulating thyroxine is associated with a specific 
srum «a globulin. This thyroxine-binding globulin 
(T.B.G.) appears to be present in a quantity greater 
than is required to bind endogenous thyroxine, since it 
wil bind thyroxine added to the serum in vitro. In 
this paper from the Veterans Administration Hospital, 
Madison, Wisconsin, an investigation is reported of the 
capacity of the serum of hypothyroid, euthyroid, and 
hyperthyroid patients to bind added thyroxine. 

Thyroxine labelled with radioactive iodine (1311) was 
mixed with serum from 9 hypothyroid, 9 euthyroid, and 
19 hyperthyroid patients. In all sera examined the 
thyroxine accumulated in the «-globulin zone in quan- 
tities which were greater in the sera of hypothyroid 
patients, and less in those of hyperthyroid patients, 
than in the sera of euthyroid ‘subjects. The binding 
of the thyroxine by the « globulins was relatively 
specific so long as the quantity of added thyroxine was 
less than 0-1 yg. per ml. When the concentration 
exceeded this, the thyroxine could be found in all 
protein fractions, albumin being the main secondary 
carrier. The radioactive thyroxine added in vitro 
appeared to exchange freely with the thyroxine previously 
bound. These findings confirm those of an. earlier 
investigation which showed that the binding capacity 
of T.B.G. for added thyroxine depends upon the state 
of thyroid function—in the hypothyroid state binding 
more and in the hyperthyroid less thyroxine than normal. 

The authors assume this observation to indicate that 
this protein is relatively saturated with endogenous 
thyroxine in hyperthyroid patients and relatively un- 
Saturated in | hypothyroid patients. The occurrence of 
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T.B.G. in serum appears to be independent of thyroid 
gland function, as it was found to be present in 2 cases 
following total thyroidectomy. Studies on these patients 
indicated that the total thyroxine-binding capacity of 
the serum is 0-4 yg. per ml. and that only one-third of 
this is utilized in the normal subject. John Lister 


187. Therapy of Virilizing Adrenal with 
Hydrocortisone Acetate. Successful Therapy with In- 
frequent Intramuscular Injections 

A. SEGALOFF, D. Gorpon, and B. N. Horwitt. Journal 
of the American Medical Association [J. Amer. med. Ass.} 
157, 1479-1481, April 23, 1955. 1 fig., 8 refs. 


The authors, at the Ochsner Clinic, New Orleans, have 
been successful in suppressing excessive androgen secre- 
tion by administration of long-acting adrenocortical 
hormones. After a preliminary assay of the duration 
of action of a number of steroids and their esters in 
the adrenalectomized rat hydrocortisone acetate was 
selected as a suitable drug for trial. Intramuscular 
injections of hydrocortisone were given to 3 children 
and 2 adolescents. In all cases there was a fall in the 
urinary excretion of 17-ketosteroids and of pregnanediol, 
accompanied by a satisfactory clinical response. At 
first a single injection of 250 mg. was given once a week; 
later, if clinical remission was maintained and confirmed, 
the interval between injections was 2 weeks. In one 
case satisfactory remission continued with a dosage of 
500 mg. every 3 weeks. Nigel Compston 


188. Cortisone Treatment of the Adrenogenital Syn- 
drome with Special Reference to Steroid Excretion during 
Continued and Discontinued Therapy. [In English] 

C. HANSTED, M. SPRECHLER, and E, THAMDRUP. Acta 
endocrinologica [Acta endocr. (Kbh.)| 19, 101-111, June, 
1955. 5 figs., 15 refs. 


Cortisone was given for 9 to 15 months in 4 cases of 
congenital adrenal hyperplasia at the University Hospital, 
Copenhagen, the patients being 2 boys with macro- 
genitosomia praecox and 2 girls (sisters) with pseudo- 
hermaphroditism. In all 4 cases there was inhibition of 
adrenocortical function as judged by clinical appearances 
and by excretion of 17-ketosteroids and corticoids. The 
dosage of cortisone given was small and there were no 
side-effects. The excretion of 17-ketosteroids fell in all 
4 cases to within normal limits, this being maintained 
in the 2 females for 5 and 12 months respectively after 
treatment ceased. 

A significant increase in corticoid excretion with no 
corresponding increase in 17-ketosteroid excretion was 
noted in 2 cases during and for 2 months after cessation . 
of treatment. This is considered to be a reaction to 


- stress, possible causes of which are discussed, and is the 


normal reaction to stress in children. It is pointed out 
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that before hypophyseal-adrenocortical equilibrium is 
re-established after cortisone treatment ceases, there is a 
prolonged period of fluctuation. 
The pathogenesis of the disease and the mode of action 
of cortisone are briefly discussed. 
J. Warwick Buckler 


189. Osteoporosis and Compression Fractures from Pro- 
longed Cortisone and Corticotropin Therapy 

W. S. Etsenstapt and E. B. CoHEeN. Annals of Allergy 
[Ann. Allergy] 13, 252-256, May-June, 1955. 2 figs., 
12 refs. 


The authors report from the Mount Sinai Hospital, 
Minneapolis, 2 cases of perennial bronchial asthma, in 
the first of which severe lumbar pain appeared after 
3-years’ continuous therapy with cortisone (dosage 50 
to 100 mg. per day) or ACTH gel (20 to 40 mg. per day). 
Radiological examination revealed osteoporosis of the 
lower dorsal and lumbar vertebrae and pelvis, and mul- 
tiple compression fractures of the lumbar vertebrae; the. 
mean urinary calcium excretion was 194 mg. per day 
The second patient had received maintenance doses of 
50 to 75 mg. of cortisone per day. After 3 years of this 
treatment the urinary calcium level was 474 mg. per day, 
and radiographs of the spinal column showed early 
osteoporotic changes. In this case the patient had not 
complained of pain. 

In both cases combined treatment with oestrogens and 
androgens was started at once. In the first patient this 
was followed by the disappearance. of the pains, but 
the radiological picture remained unchanged; no results 
are reported for the second case. [The cortisone treat- 
ment was apparently continued in both cases, although 
the authors do not say so.] H. Herxheimer 


DIABETES MELLITUS 


190. Studies on Myocardial Metabolism. IV. Myo- 
cardial Metabolism in Diabetes 

I. UnGcar, M. Givpert, A. SIEGAL, J. M. BLAIN, and 
R. J. BiInGc. American Journal of Medicine {Amer. 
Med.] 18, 385-396, March, 1955. 48 refs. 


By means of catheterization of the coronary sinus the 


authors have studied the metabolism of the heart in 
7 patients with diabetes mellitus and in 9 alloxan-diabetic 
dogs, the myocardial uptake of oxygen, glucose, pyru- 
vate, lactate, amino-acids, fatty acids, and ketones being 
estimated. The average blood sugar level in the diabetic 
patients 24 to 72 hours after withdrawal of insulin was 
significantly higher, and that of pyruvate lower, than in 
22 non-diabetic control subjects. At the same time 
there was a significant increase in the myocardial uptake 
of fatty acids, a slight increase in that of ketones and 
amino-acids, a slight reduction in that of glucose and 
pyruvate, and a significant reduction in that of lactate 
in the diabetic patients. The dogs, which were cathe- 
_ terized under pentobarbitone anaesthesia, showed 
similar changes after the induction of diabetes with 
alloxan except that the blood pyruvate level was not 
reduced and fatty-acid uptake by the myocardium was 


only slightly increased, whereas ketone uptake was 
significantly increased. The main changes observed 
after treating the dogs with insulin were a significant 
elevation of the blood lactate level and a significant 
reduction in the blood sugar, ketone, fatty-acid, and 
amino-acid levels, the only significant change noted 
in myocardial uptake being a reduction in that of 
ketones. 

These results are discussed and the absence of any 
effect of insulin on the myocardial uptake of glucose 
is attributed to the fall in blood sugar level. In both 
patients and dogs it is shown by.calculation that myo- 
cardial usage of carbohydrate was reduced and that of 
non-carbohydrate material increased in the absence of 
insulin. 

The authors conclude that abnormalities of myo- 
cardial metabolism of fat and protein, as well as of 
carbohydrate, occur in diabetes. W. J. H. Butterfield 


191. The Action of Glucagon on the Blood Sugar in 
Normal and Diabetic Persons 

D. Hussite. Diabetes [Diabetes| 4, 197-202, May-June, 
1955. 5 figs., 8 refs. 


In this paper from Derbyshire Royal Infirmary and 
Derbyshire Hospital for Sick Children the action of 
glucagon, given by intravenous injection, on the blood 
sugar level in 20 diabetics and 3 healthy controls is 
described. Hyperglycaemia was produced in all cases, 
but the rise in the blood sugar level in insulin-sensitive 
young diabetics and also in older diabetics was small. 
The extent of the rise appeared to depend on the liver 
glycogen level and could be enhanced by previous ad- 
ministration of food and insulin. The fall in the blood 
sugar level after glucagon paralleled that observed after 
alimentary hyperglycaemia in all except 3 thyrotoxic 
patients, in whom the fall was more rapid. The hyper- 
glycaemic response to simultaneous injection of adrena- 
line and glucagon was greater than that to either drug 
given alone, the peak response occurring at least 30 
minutes later. F. W. Chattaway 


192. Syndrome of Idiopathic Hyperlipemia, Mild Dia- 
betes Mellitus, and Severe Vascular Damage ' 

D. ADLERSBERG and C. I. WANG. Diabetes [Diabetes] 
4, 210-218, May-June, 1955. 2 figs., 15 refs. 


The authors describe from Mount Sinai Hospital, 
New York, 5 cases of a syndrome consisting in essential 
hyperlipaemia, mild diabetes, and severe vascular 
damage; it is characterized by persistent milky serum 
in the fasting state, with a very marked increase in the 
serum concentrations of neutral fat and total lipids and 
a less marked increase in the serum content of free and 
esterified cholesterol and phospholipids. Some reduc- 
tion in the serum lipid level was achieved by dietary 
restriction and, in some cases, by administration of 
insulin, but the values were still above the normal. 
In 3 patients eruptive xanthoma was also present and 
in one acute pancreatitis. The differences, both clinical 
and chemical, between idiopathic hyperlipaemia with 
diabetes and hypercholesterolaemic xanthomatosis with 
diabetes are discussed * F. W. Chattaway 
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The Rheumatic: Diseases 


193. The Contribution of the Study of Twins to the 
Problem of Rheumatism. (Beitrage der Zwillings-For- 
schung zum Rheuma-Problem) 

F.CLAUSSEN. Zeitschrift fiir Rheumaforschung [Z. Rheu- 
maforsch.) 14, 145-152, June, 1955. 30 refs. 


Among the patients included in a large survey of 
theumatic disease carried out in Germany in 1936-7 
there were 73 pairs of twins. In 14 of the 43 pairs of 
identical twins both members suffered from rheumatic 
disorders, whereas of the 30 pairs of non-identical twins 
in only 2 were both members affected. In the author’s 
view these findings demonstrate the fortuitousness of 
theumatic infections and the importance of trigger 
mechanisms. The more frequent involvement of both 
twins in the identical series is taken as affording evidence 
of a hereditary disposition to rheumatic disorders. 
Further analysis showed that even the type and progress 
of the disease was influenced by heredity. The time 
interval between the onset of rheumatic disease in two 
members of a pair was sometimes many years and in 
only a few cases did the onset coincide. Re-examination 
of 28 of the pairs in 1951-2 showed that one further 
pair in each group had become concordant. 

G. W. Csonka 


194. Preliminary ‘ Clinical Trials with Prednisone 
(“ Meticorten ’’) in Rheumatic Diseases. Comparative 
Antirheumatic Potency, Metabolic Activity, and Hormonal 
Properties 

J.R. Dorpick and E. J.Giuckx. Journal of the American 
Medical Association [J. Amer..med. Ass.] 158, 166-170, 
May 21, 1955. 1 fig., 10 refs. 


The synthetic steroid prednisone (« meticorten ”’, 
metacortandracin) was tried at the Beth Israel Hospital, 
New York City, in the treatment of 12 patients (3 males 
and 9 females, aged 35 to 63 years) suffering from active 
theumatoid arthritis. The drug was usually given by 
mouth in a dosage of 30 mg. daily for at least 4 to 5 days 
until clinical improvement was observed, this being 
followed by gradual reduction over a period of 10 to 
14 days to a maintenance dose of 5 to 20 mg. daily. 

Complete remission was obtained in 8 cases and major 
improvement in 4. Within 24 hours of administration 
of the drug spontaneous joint pain disappeared and 
there was a diminution in articular and muscular stiff- 
Ness. An increase in functional capacity and a reduc- 


some patients complained of insomnia and epigastric 
discomfort. There was no adverse change in metabolic 
activity. 

Satisfactory results were also obtained with prednisone 
in systemic lupus erythematosus in a girl of 14 years and 
in acute gouty arthritis superimposed on chronic topha- 
ceous gout in a man of 55. ,On the other hand the drug | 
had no effect on the rheumatic activity in a case of active | 
rheumatic carditis. A. Garland 


195. Results of French Trials of Metacortandracin in 
Inflammatory Rheumatism. (Résultats de l’expérimenta- 
tion francaise de la métacortandracine dans les rhu- 
matismes inflammatoires) 
F. Coste, F. DELBARRE, P. MassiAs, S. DE SEZE, J. ROBIN, 
N. Depeyre, A. RuBeNs-DuvAL, and J. LACAPERE. | 
Revue du rhumatisme et des maladies ostéo-articulaires 

[Rev. Rhum.] 22, 385-405, May, 1955. 6 figs. ; 


Four groups of physicians working in separate clinics 
in Paris have recorded in this communication their results 
in a trial of the new synthetic steroid metacortandracin 
(prednisone) in the treatment of a total of 65 patients with 
rheumatoid arthritis or ankylosing spondylitis. 

(1) Coste and his colleagues treated 6 patients, of 


-whom 5 had already been receiving hydrocortisone. 


tion in the amount of joint swelling, local tenderness,. 


and pain on movement were observed within a few days. 


In 7 cases walking was improved. Electrolyte-balance . 


studies revealed neither sodium retention nor potassium 


depletion. The antirheumatic effect of prednisone was ° 


considered to be 4 to 5 times greater than that of cor- 
tisone or hydrocortisone. Side-effects were minimal, 
transient, and reversible, the commonest being an increase 
in appetite (in 11 instances) with suppressive doses; 
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A placebo was given until a relapse occurred, when 
metacortandracin was substituted. These workers con- 
clude that rheumatoid arthritis of moderate severity can 
be relieved by metacortandracin as effectively as by 
hydrocortisone, and that this relief is obtained with 
much smaller doses, namely, 30 mg. daily initially, later 
reduced to a maintenance dose of 15 to 20 mg. daily. 
No evidence was found in their patients of sodium 
retention, in spite of an average daily. intake of 7 g. of 
sodium chloride. One patient receiving 30 mg. of meta- ~ 
cortandracin daily developed severe melancholia which, 
however, gradually cleared up when the dosage was 
reduced. 

(2) de Séze and his colleagues treated 22 patients 
with rheumatoid arthritis and 2 with ankylosing 
spondylitis, most of whom had been treated with 
hormones for a considerable time, first with cortisone 
and then with hydrocortisone by mouth. In 18 cases 
the disease had been fairly well stabilized by hydro- 
cortisone, but activity still persisted in one or more joints. 
In most of these cases the substitution of metacort- 
andracin brought a degree of improvement which was 
estimated at 90 to 95% compared with 70 to 85% 
improvement in response to hydrocortisone. In many 
of these patients the -erythrocyte sedintentation rate 
became normal for the first time. The daily main- 
tenance dose of metacortandracin was 5 to 25 mg. 
In the remaining 6 patients, who were still suffering much 
pain despite maintenance doses of hydrocortisone, the 
change to 30 to 35 mg. of metacortandracin daily 
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raised the estimated degree of improvement from 30 to 
50% to one of 70 to 80%. Minor signs of intolerance 
to hydrocortisone previously observed occurred also in 
response to metacortandracin. 

(3) Rubens-Duval reports 11 cases of rheumatoid 
arthritis, in 8 of which corticoid therapy had been given 
for 1 to 3 years. In these 8 cases the substitution of 
metacortandracin was usually followed by further 
improvement in response to a dosage roughly one-half 
that of hydrocortisone or one-quarter that of cortisone. 
In the remaining 3 patients, who had had no previous 
hormone treatment, improvement comparable to the 
best results achieved with cortisone and hydrocortisone 
was obtained with an. initial dose of 30 mg. of meta- 
- cortandracin daily, later reduced to a maintenance dose 

of 20 mg. daily. nk 

(4) Lacapére treated 22 cases of rheumatoid arthritis 
and 2 of ankylosing spondylitis with metacortandracin. 
The results were “very good” in 1] cases given a 
maintenance dose of 5 to 20 mg. daily, and “ good” 
in 10. In 3 cases the treatment was a failure. Signs of 
intolerance were noted in some patients, these including 
- signs of cardiac failure, ‘“‘ moon-face’’, gastric pain, 
cramp, and mental excitement. 

The authors’ general conclusions are that metacort- 
andracin has proved to be twice as active as hydro- 
cortisone, and 3 times as active as cortisone. The initial 
dose ranged from 30 to 40 mg. daily for 5 to 10 days, 
after which it was progressively reduced to a maintenance 
dose which has varied from 15 to 25 mg. daily. The 
drug was in general well tolerated, but some signs of 
intolerance have been observed. Kenneth Stone 


196. Méetacortandracin in the Treatment of Rheumatic 
Diseases. (La métacortandracine dans le traitement des 
maladies rhumatismales) 

A. Ropeccui, V. DANEO, and G. MARRAZZzI. Revue du 
rhumatisme et des maladies ostéo-articulaires [Rev. Rhum. 
22, 406-412, May, 1955. 8 refs. 


At the Centre for Rheumatology, Turin, the authors 
’ have treated 38 patients with metacortandracin (predni- 
sone) for periods of 15 to 60 days, the initial suppres- 
sive dose being 30 to 40 mg. daily, followed by a main- 
tenance dose of 10 to 15 mg. daily. 

In 22 cases of rheumatoid arthritis a typical cortisone- 
like effect was constantly obtained. The activity of 
metacortandracin appeared to be about five times that 
of cortisone. Interruption of treatment was followed 
by relapse in every case, but aggravation of the initial 
symptoms was never seen, and when treatment was 
resumed it was found to be as effective as before in the 
same dosage. Five patients with rheumatic fever also 
responded well to the new steroid. Other conditions 
treated with success were acute peri-arthritis of the 
shoulder, chronic gout, bilateral arthritis of the hip 
associated with psoriasis, painful Heberden’s nodes, and 
hypertrophic pulmonary osteoarthropathy. 

Minor side-effects were observed when the higher sup- 
pressive doses were given, but these disappeared on 
reduction to the lower maintenance level. 

Kenneth Stone 
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197. Subacute Polyarthritis of Adults: a Condition 
Resembling Rheumatic Fever Responding only to Corti- 
sone. (Aux confins de la maladie de Bouillaud: |g 
polyarthrite subaigué de l’adulte. Efficacité exclusive de 
la cortisone) 

H. SERRE and J. Mirouze. Revue du rhumatisme et des 
maladies ostéo-articulaires [Rev. Rhum.] 22, 429-435, 
May, 1955. 5 figs. 


Under the name of “* subacute polyarthritis of adults” 
the authors include a number of diseases of obscure 
aetiology, the salient features of which are a vagrant 
polyarthritis of exudative type and remittent pyrexia, 
In general, infective polyarthritis, which responds to 
treatment with antibiotics, and rheumatic fever, which 
responds to salicylates, can readily be recognized, but 
5 cases ore described in this paper from the Montpellier 
Faculty of Medicine in which there was a febrile 
polyarthritis resembling one or other of these types, 
but which was resistant to both antibiotics and salicylates, 
although all 5 were promptly controlled by cortisone. 
These cases bore little or no resemblance to classic 
rheumatoid arthritis. 

One of these cases, which resembled an infective poly- 
arthritis, is described in detail. It occurred in a female 
patient aged 27 who, a few days after an attack of 
pharyngitis, developed pyrexia and polyarthralgia, which 
proved to be completely resistant to antibiotics and 
massive doses of salicylates. A few days after the onset 


- a scarlatiniform eruption developed, followed: by de- 


squamation. There was marked albuminuria, which 
cleared up later without any signs of renal damage. 
The administration of cortisone brought prompt sub- 
sidence of the signs and symptoms within a few hours; 
maintenance doses of the hormone were continued for 
4 months, and the patient has remained well for a year. 
In 3 other cases the symptoms closely resembled those 
of rheumatic fever, the heart being involved in one case, 
but all differed in being completely unaffected by sali- 
cylates. In all 3 cases there was a spectacular response 
to cortisone, and maintenance treatment for some months 
appeared to bring lasting cure. Kenneth Stone 


198. Therapeutic Agents in Rheumatic Carditis. Com- 
parative Effects of Acetylsalicylic Acid, Corticotropin, and 
Cortisone 

B. L. Stoizer, H. B. Houser, and E.J.CLarK. Archives 
of Internal Medicine [Arch. intern. Med.| 95, 677-688, 
May, 1955. 2 figs., 13 refs. 


From the results of a previous study (Amer. J. Med., 
1954, 16, 168; Abstracts of World Medicine, 1954, 16, 
320) the authors came to the conclusion that in the acute 
stage of rheumatic fever there seems to be no definite 
advantage as between treatment with aspirin, cortisone, 
or corticotrophin (ACTH). Of the patients included in 
that investigation at Warren Air Force Base Hospital, 
Wyoming, 128 have now been followed up for 14 months 
from the beginning of treatment. Of these, 52 had been 
treated with aspirin and 38 each with cortisone and 
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ACTH respectively; the patients were also given pro- 
phylactic doses of penicillin and sulphonamides, and 
received a low-salt diet supplemented with potassium 
chloride. [The fact that the patients were young men 
and that nearly all of them were treated early in the 
course of a first attack of rheumatic fever should be 
emphasized.] 
Analysis of the results showed that cortisone appears 
to have a slight but definite advantage over the other 
two drugs in respect of the long-term results. Thus in 
the cortisone-treated group significant murmurs were 
present in only 7 out of 38 patients (18-4%) at the end 
of 14 months compared with 34-2% and 34-6% in the 
other two groups. Moreover, murmurs did not develop 
so frequently during treatment with cortisone, and when 
they did they disappeared more often by the end of the 
period of therapy. Also, the number of murmurs that 
disappeared between the end of treatment with cortisone 
and the 14th monthly assessment was greater than with 
ACTH or aspirin: Lastly, an aortic diastolic murmur 
was present after 14 months in none of the cortisone- 
treated group, but persisted in: 4 of those given aspirin 
and in one patient given ACTH. In general, all the 


patients did well, and although the results obtained. 


with cortisone were slightly better than those obtained 
with aspirin or ACTH, the authors consider that this 
finding needs confirmation by further studies over a 
longer term. A. Paton 


199. Cortisone Therapy of Initial Attacks of Rheumatic 
Carditis. I. Clinical Data. II. Laboratory Findings 

L. GREENMAN, F. A. WEIGAND, F. M. MATEER, and 
T. S. DANowski. American Journal of Disease of 
Children [Amer. J. Dis. Child.] 89, 426-441 and 442-450, 
April, 1955. 1 fig., bibliography. 


Despite the publication of many reports on the use of 
cortisone in acute rheumatic carditis, agreement as to 
its role in the prevention of residual cardiac damage is 
far from general. This paper from the Children’s 
Hospital of the University of Pittsburgh reports the 
findings in a series of 53 children treated for an initial 
attack of rheumatic carditis with large doses of cortisone 
for various periods (usually 6 weeks) and followed up 
for periods ranging from 1 to 39 months [but with no 
control series treated by other means], 2 being re-treated 
for recurrent attacks. The ages of the children ranged 
from 3-9 to 15-4 years. The diagnosis was established 
according to the criteria of Jones, but any case in which 
the clinical diagnosis of endocarditis was in the least 
doubtful was omitted from the analysis. In all 55 
attacks carditis was present from the outset; cardiac 
enlargement was present in 30 of the 55 and the mitral 
valve was affected in.95% of the attacks, particularly in 
those cases in which treatment was started 6 or more 
weeks after the onset. Most of the patients received 
300 mg. of cortisone a day by mouth for 6 weeks (though 
the period of treatment ranged from 3 to 113 days), 
the dosage then being gradually reduced over a period 
of 2 weeks. Treatment also included bed rest, low-salt 
diet (2-5 to 10 mEq. of sodium with 150 mEq. of potas- 
sium daily), penicillin, and digitalis or other drugs as 


necessary for heart failure. There were 2 deaths in the 
series. Hypertension was troublesome in 2 cases and 
treatment had to be stopped in one case because of 
toxic psychosis, from which the patient recovered. The 
authors conclude that this regimen is relatively safe and 
consider that its application. in these cases prevented 
or reduced the incidence of clinically recognizable cardiac 
abnormalities. [It is not clear on what evidence this 
conclusion is based.] 

The laboratory findings in this series are described in 
the second part of the paper. During 16 of the 55 attacks 
B-haemolytic streptococci were isolated from the naso- 
pharynx despite prophylactic penicillin therapy (100,000 
units by mouth 3 times a day between meals), but there 
were no accompanying symptoms or rise in antistrepto- 
lysin-O titre. Comprehensive haematological and bio- 
chemical investigations were performed, but apart from 
mild hypochloraemic alkalosis no abnormality attri- 
butable to the treatment was detected. The regimen 
was well tolerated by the majority of the patients. 

L. Bywaters 
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200. Treatment of Periarthritis of the Shoulder with 
Hydrocortisone 

E. J. Crisp and P.H. KENDALL. British Medical Journal 
[Brit. med. J.] 1, 1500-1501, June 25, 1955. 2 figs... 
10 refs. 


The pathological changes associated with periarthritis 
of the shoulder are discussed and it is pointed out that 
theoretically such a condition should respond to cortisone 
or hydrocortisone. However, the previously reported 
results of hormone treatment have varied widely. 

The present authors, working at Guy’s Hospital, 
London, have improved their own results by changing 
their technique of injection slightly. They now intro- 
duce hydrocortisone at three different points: anteriorly 
into the subacromial bursa, antero-laterally into the 
long head of the biceps, and posteriorly into the joint 
capsule, injecting 50 mg. of hydrocortisone in a 2-ml, 
suspension with the addition of 1,000 units of hyal- 
uronidase and 2 to 3 ml. of 2% procaine. Of 50 acute 
cases treated by this method, 36 (72%) progressed to 
complete recovery in 7 to 14 days and 11 (22%) were 
improved. Of 23 chronic cases of the “‘ frozen-shoulder ”’ 
type, 13 (56%) regained full function in 4 to 6 weeks 
after injection of hydrocortisone and shoulder exercises, 
and 5 (22%) were improved. Oswald Savage 


201. Local Hydrocortisone in de Quervain’s Disease 
B. G. B. Curistiez. British Medical Journal [Brit. med. J.} 
1, 1501-1503, June 25, 1955. 7 refs. 


The author points out that since 1895, when de 
Quervain first described the stenosing tenosynovitis at 
the radial styloid process with which his name is asso- 
ciated, of the many methods of treatment which have 
been suggested, operation alone has hitherto achieved 
success. Various types of injection tried in the past have 
given poor results, but in view of the reported success. 
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of local injections of hydrocortisone in the treatment of 
“tennis elbow” and other soft-tissue lesions it was 
decided to undertake a controlled trial of this method 
in 20 consecutive cases of de Quervain’s disease ’seen at 
the Middlesex Hospital, London. 

The patients were divided into two groups. Group A 
received 25 mg. of hydrocortisone injected into the tendon 
sheath after infiltration with 1 ml. of 2% procaine solution, 
and Group B received an injection of procaine alone. 
Of the 10 patients in Group A, 7 experienced complete 
relief of symptoms for 100 days or more, whereas no 
patient in Group B experienced relief for more than 2 
days. When patients in the latter group were later 
treated with hydrocortisone, 9 of the 10 lost their pain 
for a substantial period. Oswald Savage 


202. Hydrocortisone fertiary-Butylacetate by Intra- 
articular Injection 

J. L. HOLLANDER, E. M. Brown, R. A. Jessar, L. UDELL, 
N. M. SMUKLER, and M. A. Bowse. Journal of the 
American Medical Association [J. Amer. med. Ass.| 158, 
476-477, June 11, 1955. 18 refs. 


In a search for a preparation capable of prolonging 
the local palliative effect of the intra-articular injection 
of hydrocortisone in inflammatory arthritic conditions 
the authors tried the effect of a micro-crystalline suspen- 
sion of a less soluble ester of hydrocortisone, namely, 
hydrocortisone tertiary-butylacetate. At the University 
of Pennsylvania Hospital, Philadelphia, 92 patients with 
rheumatoid arthritis and 79 with osteoarthritis of one or 
both knees (who had previously been treated with intra- 
articular injections of hydrocortisone acetate) were given, 
without their knowledge, the new ester instead in 
identical dosage. 

A comparison of the results in the two periods of 
treatment showed that the new ester produced an 
amelioration which was greater and of longer duration 
in about 60% of the total of 171 cases; in about 5% 
hydrocortisone acetate was considered more effective, 
and in the remaining 35% there was no appreciable dif- 
ference between the effects of the two hormone prepara- 
tions. The most significant differences were noted in 
the patients with osteoarthritis. There was an exacerba- 
tion of the joint symptoms in 3 patients after the injection 
of hydrocortisone tertiary-butylacetate and in 4 after 
hydrocortisone acetate, but no other complications were 
encountered. K. C. Robinson 


203. Studies of Protein-bound Carbohydrate in Rheu- 
matic Disease. (Untersuchungen iiber das Verhalten 
eiweissgebundener Kohlenhydrate bei rheumatischen 
Erkrankungen) 

A. Gamp. Zeitschrift fiir Rheumaforschung [Z. Rheuma- 
forsch.] 14, 167-179, June, 1955. 5 figs., 38 refs. 


At the Clinic for Rheumatic Diseases, Bad Kreuznach, 
Germany, 498 samples of serum from 302 patients with 
various forms of rheumatic disease were examined for 
their content of protein-bound carbohydrate. It was 
found that the serum proteins in these cases contained 
fixed carbohydrates consisting mainly of galactose, man- 
nose, and glucosamine. These components can be 
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isolated from the proteins and quantitatively determined, 
This procedure revealed that glucosamine levels rose 
proportionately with the activity of the disease in most 
cases of acute rheumatoid arthritis and ankylosing 


_ Spondylitis, but a similar rise was seen only rarely in 


cases of fibrositis, osteoarthritis, and quiescent rheuma- 
toid arthritis. Quantitative determination of the glucos. 
amine level was found to be useful in evaluation of the 
activity of chronic inflammatory rheumatism, and also 
in the differential diagnosis between inflammatory and 
degenerative types of rheumatic disease, being thought 
to be more useful in this respect than the erythrocyte 
sedimentation rate. 

In discussion the author states that the increase in the 
serum content of protein-bound carbohydrates is caused 
by a rise in the level of carbohydrate-rich globulins and 
a fall in that of albumin, as well as a rise in the carbo- 
hydrate content of some other serum protein fractions, 
No increase in the total serum protein level was found 
nor is it thought that the increase is due to the appear- 
ance of abnormal carbohydrate-—protein fractions. 

G. W. Csonka 


204. Corticotrophin Intravenous Infusion Therapy in 


Rheumatic Conditions 

J. W. Beattie and S. J. HARTFALL. British Medical 
Journal [Brit. med. J.) 1, 1494-1499, June 25, 1955, 
3 figs., 48 refs. 


This paper from the University of Leeds records the 
authors’ experience with corticotrophin (ACTH) admini- 
stered by slow intravenous infusion in the treatment of 
rheumatic conditions. Between August, 1951, and 
October, 1953, 425 patients, of whom 329 suffered from 
rheumatoid arthritis of all grades of severity, were 
treated in this way, other accepted methods of treatment 
being employed as necessary at the same time. Varia- 
tions ranging from 5 mg. to 25 mg. were made in the 
dose of ACTH given in each infusion until it was clear 
that 20 or 25 mg. gave the maximum effect. After pre- 
liminary trials of various vehicles the majority of patients 
received the hormone in one litre of normal saline, and 
it was found that the optimum duration for each infusion 
was 18 to 24 hours. Generally the practice was to 
administer 3 infusions at intervals of 4 to 7 days during 
each admission to hospital, lasting usually from 2 to 
4 weeks. In a total of 1,490 infusions complications 
were not serious, the most frequent being the development 
of local venous thrombosis, which made subsequent 
treatment difficult. 

Among those patients who benefited by the treatment, 
the majority experienced a striking improvement after 
the first infusion which was maintained, but not im 
creased, by subsequent infusions. Euphoria was induced 
in most cases and the authors regard this as a valuable 
contribution to the rehabilitation programme in patients 
who are depressed and apathetic. A sense of increased 
physical well-being, improvement in appetite, and the 
dissipation of malaise were also marked. Altogether, 
some degree of improvement was obtained in 89% of 
cases of rheumatoid arthritis, the greatest change being 
in the functional capacity. Analysis of the results 
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showed that the most improvement occurred where the 
disease had been present for less than one year. On the 
other hand the degree of improvement obtained was 
much the same in all age groups. Oswald Savage 


5. Corticotropin and Cortisone in Rheumatoid Arthritis. 
Ginical and Experimental Investigations. [In English] 

F, FiscHER. Acta medica Scandinavica [Acta med. 
seand.| 152, Suppl. 305, 1-269, 1955. 58 figs., biblio- 
graphy. 


26. The Treatment of Rheumatoid Arthritis with Hexa- 
methonium Chloride: a Preliminary Report 

W. D. Piatt and I. H. STemperG. Annals of Internal 
Medicine {Ann. intern. Med.] 42, 816-825, April, 1955. 
19 figs. 


Hexamethonium chloride was given for periods of 2 
to9: months to 9 patients with active rheumatoid arthritis, 
3 with osteoarthritis and active rheumatoid arthritis, 3 
with ankylosing spondylitis, and 2 with “ pure ”’ osteo- 
arthritis. The dosage of hexamethonium chloride, 
which was 125 mg. on the first day, was gradually 
increased until side-effects were produced or maximum 
benefit was obtained, the optimum dose usually being 
375 to 500 mg. 4 times a day. Side-effects were observed 
in 11 cases. Treatment was not continuous in the 
patients with rheumatoid arthritis, and they were there- 
fore observed during the withdrawal period and again 
during a further course of hexamethonium. 

There was no evidence of any beneficial response to 
treatment in the patients with ankylosing spondylitis 
and pure osteoarthritis, but in 8 of the 9 patients with 
theumatoid arthritis symptomatic and functional improve- 
ment was obtained, although the general activity of the 
disease was unaffected. The association between rheu- 
matoid arthritis and reflex sympathetic dystrophy is 
discussed and a theoretical explanation of the mode of 
action of hexamethonium chloride in rheumatoid 
arthritis is offered. _ Kathleen M. Lawther 


207. The Clinical Evaluation of ‘‘ Meticorten ’’ in Rheu- 
matoid Arthritis and Allied Conditions 

J.W. Gray and E. Z. Merrick. Journal of the American 
Geriatrics Society [J. Amer. Geriat. Soc.] 3, 337-344, 
May, 1955. 2 refs. 


At the Hospital of St. Barnabas, Newark, and the 
Orange Hospital Center, Orange, New Jersey, the syn- 
thetic. steroid ‘‘ meticorten’’ (metacortandracin) was 
given to 57 patients (including 44 between the ages of 
31 and 64) with rheumatoid arthritis which had proved 
intractable to administration of cortisone and to other 
treatment. The usual dosage was 20 to 30 mg. daily. 
In 18 cases there was complete remission with a normal 
erythrocyte sedimentation rate (E.S.R.) and no signs of 
joint inflammation apart from irreversible deformities, 
while in 20 there was major improvement with minimal 
tesidual signs. This treatment was a failure in only one 
case. A rapid improvement in general well-being was 
noted; pain and stiffness were relieved in 1 to 7 days, 
swelling and tenderness were reduced in 1 to 4 weeks, 
and the E.S.R. returned to normal in 2 weeks. The 
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fibroelastic cellular infiltration was absorbed more com- 
pletely than during any other similar treatment. Main- 
tenance doses seemed to be more effective than safe doses 
of cortisone, but it was too early to decide whether 
** meticorten-fastness ’’ would develop. Pain was re- 
lieved in 3 cases of ankylosing spondylitis and in 4 of 
osteoarthritis of the knees and spine; there was also 
some relief in 3 cases of gouty arthritis. Side-reactions, 
which were less prolonged and severe than with corti- 
sone, included insomnia and nervousness, digestive 
disturbances, palpitation, dyspnoea, precordial oppres- 
sion, weakness, facial rounding, sweating, hirsutism, and 
depression. The blood pressure did not change, body 
weight did not increase, and there was no impairment of 
water balance. 

The authors conclude that meticorten is four times as 
potent and one-quarter as toxic as cortisone. 

J. N. Agate 


208. Effects of Prednisone (‘‘ Meticorten ’’ ) on Manifes- 
tations of Rheumatoid Arthritis. Report of Early Clinical 
Observations 

H. M. Maraouis, J. H. Barr, B. L. Stouzer, C. H. 
EIsENBEIS, and E. W. Martz. Journal of the American 
Medical Association [J. Amer. med. Ass.| 158, 454-458, 
June 11, 1955. 1 fig., 4 refs. 


The authors report from the University of Pittsburgh 
the results in 20 selected cases of rheumatoid arthritis 
which were treated with prednisone (metacortandracin) 
for periods varying from 2 weeks to 3 months. The 
series included early .and late cases of the disease, and 
14 of them had been receiving cortisone or hydrocortisone 
immediately before the treatment with prednisone was 
begun. In the majority the maintenance dose of the 
drug, which was given orally, ranged between 15 and 
25 mg. daily, the initial dose being between 20 and 60 mg. 
daily in 4 equal doses. 

In all the patients there was an increase in functional 
capacity as well as objective improvement; of 16 cases 
in which the erythrocyte sedimentation rate was raised 
before therapy, the rate returned to normal in 14. . The 
only serious side-effect was dyspepsia; there was no 
evidence of water retention. The authors were greatly 
impressed by the results achieved with prednisone in 
every case, though they emphasize that the period of 
observation was short. In an addendum to the paper 
they draw attention to the reported diabetogenic pro- 
perties of prednisone and suggest that in future studies 
*“‘ this aspect of metabolism will require close scrutiny ”’. 

K. C. Robinson 


209. Major Undesirable Side-effects Resulting from 
Prednisolone and Prednisone 

A. J. Botiet, R. BLack, and J. J. Bunim. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
158, 459-463, June 11, 1955. 4 figs., 11 refs. 


Writing from the National Institute of Arthritis and 
Metabolic Diseases, Bethesda, Maryland, the authors 
describe ‘in detail 3 cases of duodenal ulcer which 
occurred in a series of 18 consecutive cases of rheumatoid 
arthritis treated with prednisolone or prednisone (meta- 
cortandracin). Routine barium-meal examinations were 
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carried out on all the patients, and in the 3 cases 
described an asymptomatic duodenal ulcer was observed 
to develop within a few weeks of starting the steroid 
therapy. In 2 of the cases treatment with steroid was 
continued intermittently and the ulcer was seen to heal 
within a month with ordinary dietary and medical treat- 
ment. In the third case, in a negro woman aged 32, the 
steroid was withdrawn because of the development of 
severe psychotic depression; it is noted, however, that 
the patient was already under psychiatric observation 
because of mild depression when steroid treatment was 
begun. 


The authors emphasize the fact that the ulcers in these 


cases were asymptomatic and suggest the advisability of 
the routine administration of an aluminium hydroxide 
gel to patients receiving prednisone or prednisolone. 

K. C. Robinson 


210. Medical and Social Aspects of the Treatment of 
Rheumatoid Arthritis, with Special Reference to Factors 
Affecting Prognosis 

J. J. R. Duruiez, M. THompson, M. M. Weir, and 
W.B. FLercHer. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 14, 133-149, June, 1955. 5 figs., 15 refs. 


An attempt was made to assess the immediate results 
of treatment in hospital of patients with rheumatoid 
arthritis, the 282 patients studied being admitted to the 
Northern General Hospital, Edinburgh, between 1948 
and 1951. All patients spent a minimum of 2 weeks in 
bed on admission, but thereafter the duration of bed 
rest varied from case to case depending on the 
degree of activity of the disease. Full doses of aspirin 
were prescribed. Acutely inflamed joints were immo- 
bilized in skin-tight plaster-of-Paris splints. Heat was 
applied locally to painful joints, but active exercises and 
rehabilitation were deferred until signs of inflammation 
had begun to subside. Detailed instructions concerning 
simple home physiotherapy and remedial exercises were 
given to the patient on discharge from hospital. The 
degree of activity of the disease, functional capacity, and 
clinical progress were assessed on admission, on dis- 
charge, and at follow-up, the mean period of follow-up 
being 24 months. : 

In the majority of cases following admission to hospital 
a substantial improvement in functional capacity and a 
decrease in the activity of the disease were observed. 
Improvement was well maintained after discharge, but 
the authors state that a more prolonged follow-up is 
necessary before it can be claimed that the natural 
course of the arthritis was significantly altered. In pre- 
dicting the immediate response to treatment and the 
subsequent course of the disease the most important 
single factor appeared to be the duration of symptoms 
before admission. Patients admitted within one year 
of the onset of symptoms responded very satisfactorily 
to treatment and continued to improve after discharge. 
» It is suggested that an acute onset followed by a rapidly 
progressive course in the early stages may indicate a 
benign form of the disease. The erythrocyte sedimenta- 
tion rate and the degree of activity of the disease on 
admission had little bearing on prognosis. A mild or 
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moderate anaemia on admission was not of grave signi. 
ficance, but when anaemia was more severe the response 
to treatment was less satisfactory. 

It is concluded that the results of conservative treat. 
ment in hospital compare favourably with those claimed 
for other forms of treatment, such as administration of 
gold or cortisone. C. E. Quin 


211. Rheumatoid Arthritis in Males. An Epidemio- 
logical Study of a Welsh Mining Community 
W. E. MIALL. Annals of the Rheumatic Diseases {Ann, 
rheum. Dis.) 14, 150-158, June, 1955. 2 figs., 36 refs. 
To determine the relationship between rheumatoid 
arthritis and pulmonary abnormalities a survey was 
undertaken of the incidence of arthritis in a Welsh 
mining community of 9,430 males over the age of 15 


“years. The investigation was carried out during chest 


x-ray follow-up studies of the community by the M.R.C. 
Pneumoconiosis Research Unit. The diagnosis of 
rheumatoid arthritis was based upon a characteristic 
history of polyarthritis involving peripheral joints, sup- 
ported by either radiological evidence of rheumatoid 
arthritis in the hands or feet or a positive reaction toa 
differential agglutination test (Ball’s modification of the 
Rose agglutination test). It was found that accofding 
to the strict criteria adopted 66 men—54 miners or ex- 
miners and 12 non-miners—were suffering from rheu- 
matoid arthritis. In the series as a whole no significant 
difference was found between miners and non-miners 
in the incidence of rheumatoid arthritis, in spite of the 
very high prevalence of massive fibrosis among the 
former. This suggests that complicated pneumo- 
coniosis is unlikely to be of aetiological importance in 
rheumatoid arthritis... Chest radiographs were normal 
in only 13 of the 54 arthritic miners, compared with 
24 out of 54 controls. Moreover, 25 of the former 
group had massive fibrosis, but this was present in 
only 10 of the controls. Radiographs also showed 
active or inactive post-primary tuberculosis in 10 of the 
arthritic miners compared with 6 of the controls; there 
‘was a similar higher proportion of arthritic.non-miners 
with active or inactive post-primary tuberculosis com- 
pared with an age-balanced control group selected at 
random from the non-mining male population. A study 
of the family histories revealed that rheumatoid arthritis 
was present in 3-1% of parents and siblings of the men 
with arthritis and in 0-6% of the relatives of controls. 

An analysis of the industrial history of the miners 
with arthritis showed that they were no more frequently 
exposed to stone-dust than controls. The author points 
out that when cases of Caplan’s syndrome were excluded 
there was no significant excess over controls in the number 
of miners with tuberculosis and massive fibrosis. (Cap- 
lan’s syndrome is an association between an unusual 
form of progressive massive pulmonary fibrosis and 
rheumatoid arthritis.) He suggests that an inherited 
‘abnormality of tissue reaction might explain the dif- 
ference in the chest radiographs in the arthritic cases 
compared with the controls, since there was no evidenc 
that environmental factors were responsible. 

C. E. Quin 
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12. Differential Agglutination Test in Rheumatoid 
Arthritis Complicated by Pneumoconiosis 

J.BALL. Annals of the Rheumatic Diseases [Ann. rheum. 
Dis.] 14, 159-161, June, 1955. 1 fig., 6 refs. 


In this article from the University Rheumatism 
Research Centre, Manchester, the results are reported of 
differential agglutination tests, using sensitized sheep 
erythrocytes, in 75 cases included in an investigation of 
the association of progressive massive pulmonary fibrosis 
and rheumatoid arthritis carried out in South Wales by 
Miall et al. (Brit. med. J., 1953, 2, 1231; Abstracts of 
World Medicine, 1954, 15,535). These showed that there 
js some suggestive evidence that in patients with tuber- 


culosis the arthritis is generally more severe and of ~ 


longer duration. It is thought this may be related to the 
fact that patients with severe rheumatoid arthritis are 
more prone to infections of all kind§, including tuber- 
culosis. It is shown to be a statistically significant fact 


that in this series of rheumatoid arthritic cases the . 


finding of a serum agglutinating factor in high titre “ is 
much more likely in the presence of a severe progressive 
nodular type of pneumoconiosis than in subjects with a 
normal chest or with simple pneumoconiosis”. This 
difference is not thought likely to be due to variations 
in the severity or duration of the rheumatoid arthritis 
in these patients with various types of chest disease. 
[This paper is in the nature of a technical appendix 
to the original survey by Miall and colleagues (mentioned 
above) and supplements the description of the associa- 
tion of these two conditions by Caplan (Thorax, 1953, 
8,29). These papers should be studied as an introduction 
to the serological data.] _ Harry Coke 


213. The Liver in Rheumatoid Arthritis 

A. M. Lerxovits and I. J. Farrow. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis. 14, 162-169, June, 
1955. 4 figs., 25 refs. 


In an investigation carried out at the Veterans Ad- 
ministration Teaching Group Hospital (Kennedy), 
Memphis, Tennessee, to ascertain whether the liver is 
involved in rheumatoid arthritis, 100 male patients in 
different stages of the disease were observed in hospital. 
[These included 14 cases of ankylosing spondylitis with- 
out involvement of the peripheral joints.] A number 
of standard liver function tests were carried out in all 
cases, as well as post-mortem examination of the 3 
patients who died and histological examination of liver 
biopsy specimens from 12 other patients. 

From these studies the authors conclude that there 
was a definite relationship between the severity of rheu- 
matoid arthritis and the frequency of abnormal results 
of liver function tests. Elevation of the serum globulin 
level and depression of the serum albumin level were the 
most frequently encountered abnormal findings, these 
being closely followed by abnormalities in cephalin- 
cholesterol flocculation and thymol turbidity. Histo- 
logical study of liver tissue, however, revealed definite 
abnormal morphological alterations in only 2 out of 15 
cases. 

Although the results obtained were inconclusive, the 
authors nevertheless believe that they were such as to 

F 


suggest that some of the functions of the liver are patho- 
logically impaired in persons suffering from rheumatoid 
arthritis. P. I. Reed 


214. Liver Function in Relation to Possible Abnormalities 
of Steroid Metabolism in Rheumatoid Arthritis 

L. M. H. Roy, F. W. WiGzett, R. Demers’, R. J. G. 
J. J. R. S. M. ATHERDEN, and G. F. 
MARRIAN. Annals of the Rheumatic Diseases [Ann. 


rheum. Dis.| 14, 183-190, June, 1955. 3 figs., 40 refs. 


Working at the University and the Northern General 
Hospital, Edinburgh, the authors have investigated the 
possible association between impairment of liver function 
and abnormal progesterone metabolism in 29 patients 
with rheumatoid arthritis, on whom routine tests to cover 
as wide a range of liver function as possible were carried 
out; 15 other hospital patients not suffering from rheu- 
matoid arthritis acted as a control group. 

There was no evidence of abnormality in the meta- 
bolism of bile pigment, nor of the excretory, detoxicating, 
or enzyme-regulating functions of the liver in either 
group, but in the rheumatoid patients the plasma protein 
pattern showed a significant increase in fibrinogen and 
a reduction in albumin:globulin ratio, the y-globulin 
fraction being increased and «- and f-globulin fractions 
decreased. Also the thymol turbidity and zinc tur- 
bidity reactions were positive in most of the patients 
with rheumatoid arthritis but it is not considered that 
these signs of disturbance in protein metabolism neces- 
sarily arise as a result of altered liver function. There 
was no significant change in the pattern of amino-acids 
in the urine. Mild impairment of carbohydrate meta- 
bolism was suggested by the finding of a delay in the 
clearance of fructose from the blood. 

Determination of the urinary excretion of pregnanediol 
after administration of 50 mg. of progesterone intra- 
muscularly in 26 of the rheumatoid cases and 9 controls 
showed no consistent difference between the groups; 
earlier reports of abnormal metabolism of progesterone 
(for example, by Sommerville et al., Lancet, 1950, 1, 116) 
are thus not confirmed. In view of this finding, coupled 
with the fact that no satisfactory evidence of impairment 
of liver function was obtained in the majority of patients 
investigated, the authors suggest that the concept of a 
possible association in rheumatoid arthritis between 
abnormal metabolism of progesterone and impaired liver 
function must be abandoned. P.I. Reed 


215. Cold Precipitable Haemagglutinating Factor in 
Serum from Patients with Rheamatoid Arthritis 

N. Svartz and K. SCHLOSSMANN. Annals of the Rheu- 
matic Diseases [Ann. rheum. Dis.] 14, 191-194, June, 
1955. 2 figs., 12 refs. 


The test for agglutination of sensitized sheep erythro- 
cytes by sera from cases of rheumatoid arthritis has 
been shown to give positive results in a large percentage 
of cases. Positive results have also been obtained in 
other diseases of the “collagen” group, and occasion- 
ally in some diseases of the liver and in myeloma, but 
the results are usually negative in ankylosing spondylitis, 
rheumatic fever, and tuberculous or septic arthritis. 


ned 
of 
n 
inn, 
was 
elsh 
15 
hest 
XC. 

of 
istic 
sup- 
toid 
toa 
the 
ding 
heu- 
cant 
ners 
the 

the 
in 
rmal 

with 
rmer 
in 
wed 
the 
there 
iners 
d at 
study 
hritis 
men 
‘Is. 
iners 
ently 
oints 
uded 
mber 
Cap- 
usual 

and 
srited 
dif- 

cases 
Jence 
uin 


66 THE RHEUMATIC DISEASES 


In this paper from the Karolinska Hospital, Stock- 
holm, the authors describe attempts to make this test 
a specific one for rheumatoid arthritis alone. Salt frac- 
tionation of the serum proteins gave no significant 
results. Fractionation by precipitation with carbon 
dioxide gave more promising results, but finally it was 
found that the best results were obtained by precipitation 
in the cold. In this method the serum is inactivated 
and freed from heterophil agglutinins, diluted 1 in 14 
with distilled water, and allowed to stand at 4° C. for 
48 hours. The precipitate produced by this means in 
serum from patients with rheumatoid arthritis was shown 
to be “ practically the only one” (out of a variety of 
specimens) to contain the haemagglutinating factor; 
the authors state that such serum contains “* a substance 
that.is, practically speaking, specific for that disease ’’. 
Thus positive results were obtained in 90 to 95% of 
cases of rheumatoid arthritis of more than 2 months’ 


duration. This cold-precipitate was examined by electro- . 


phoresis and found to consist of an abnormal gamma 
globulin moving close to the borderline of the beta- 
globulin area. bes 

The authors further showed that the use of the cold- 
precipitated factor greatly enhanced the production of 
inhibitor substance to haemagglutination in rabbit’s 
serum. The rheumatoid factor can therefore act as ‘an 
antigen. Moreover, the stroma of erythrocytes washed 
free of haemoglobin also reacted with the amboceptor 
in these sensitization reactions. In a study undertaken 
to discover a method of producing the rheumatoid 
arthritis factor experimentally non-haemolytic strepto- 
cocci from the throat of patients with rheumatoid 
arthritis were cultured on collagen tissue from tendons 
and periarticular tissues. A cold precipitate was 
obtained from the culture fluid which, on being re- 
dissolved, caused haemagglutination of the same type 
as that shown by the precipitate from the rheumatoid 
arthritis sera. Several types of bacteria by their enzy- 
matic reactions on collagen tissue are capable of pro- 
ducing the rheumatoid agglutinating factor. This 
phenomenon was not obtained with haemolytic strepto- 
cocci or with staphylococci. Harry Coke 


D. P. P. Tuomas and J. T. M. DINGLE. Annals of the 
Rheumatic Diseases {Ann. rheym. Dis.) 14, 195-197, 
June, 1955. 2 figs., 20 refs. 


In a quantitative investigation carried out at the Area 
Central Laboratory, Bath, the levels of streptokinase- 
activated plasminogen. and serum antiplasmin in 43 
cases of rheumatoid arthritis were compared with those 
in a similar number of healthy control subjects; the 
enzymatic action of plasmin was chosen because it is 
less sensitive to serum inhibitor than trypsin. Proteo- 
lytic activity was measured by a slight modification of 
the method of Remmert and Cohen with a 4% casein 
substrate in a barbitone-HCl buffer at pH 8, proteolysis 
being estimated by the amount of tyrosine released, and 
the antiplasmin level was determined by adding serum 
to a standardized enzyme-substrate preparation releasing 


200 xg. of tyrosine per hour at 37°C. A linear relation. 
ship was obtained between serum concentration (inhibitor 
content) and the percentage of enzyme activity. 

The antiplasmin levels in the rheumatoid arthritis 
group showed a statistically significant increase over 
those in the control group, the increase being proportional 
to the degree of activity of the disease, as shown by the 
erythrocyte sedimentation rate. A significant decrease 
in the plasmin activity of the serum in rheumatoid 
arthritis was also demonstrated, but this was not cor- 
related with the activity of the disease. Thus the less 
sensitive antiplasmin inhibitor is shown to be increased 
in relation to the severity of the disease and in parallel 
with the antitryptic inhibitor activity. The authors 
discuss the development of antiplasmin and antitryptic 
activity as a defence mechanism in tending to produce 
self-limitation of jOint inflammation. 

[This work lends support to the concept of a general 
non-specific increase in enzyme inhibitors (including 
antihyaluronidase) in rheumatoid arthritis which may 
well fit in with the more modern and important con- 
cepts developing from the extensive work on the specific 
haemagglutinins in rheumatoid arthritis.] 

Harry Coke 


217. Rheumatoid Arthritis and Psoriasis 

M. DE G. GRIBBLE. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 14, 198-207, June, 1955. 2 figs., 
39 refs. 


The author has made an extensive review of the 
published work from Scandinavia and the U.S.A. on 
the association of psoriasis and rheumatoid arthritis in 
an attempt to determine whether the use of the term 
“‘ psoriatic arthritis”’ to describe a specific disease is 
justified, and presents a detailed analysis of 20 such 
cases seen at the London Hospital. The incidence of 
psoriasis in the combined series was found to be 3-1% 
in a total of 419 cases of rheumatoid arthritis, a figure 
which agrees with that in many other reports. The 
incidence of psoriasis in the general population has been 
estimated to be less than 1%. 

The author then examines the question whether these 
cases present features of a sufficiently characteristic 
nature to permit of identification of a particular type 
of arthritis, arguing that in view of the higher occurrence 
in rheumatoid arthritics of psoriasis, a distinctive form 
of arthritis should be evident in these patients if 
“* psoriatic arthritis’? is to be regarded as an entity. 
It has been stated that the involvement of the terminal 
interphalangeal joints, bone destruction, and psoriatic 
affection of the nails are the most common features 
distinguishing cases of “* psoriatic arthritis ’’ from those 
of classic rheumatoid arthritis. These so-called unusual 
characteristics are examined in detail, but the author 
does not find the evidence convincing. He concludes 
that “‘ rheumatoid arthritics seem to be unusually prone 
to psoriasis, and that when they have both diseases, 
the arthritis may often take one of its less usual forms ”. 
The author suggests that such cases should be described 
simply as rheumatoid arthritis with psoriasis, and that 
there is no justification for the term “ psoriatic arthritis ”. 


Harry Coke | 
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218. Hepatic Coma: 
Pattern 

R. G. BickrorD and H. R. Butt. Journal of Clinical 
Investigation [J. clin. Invest.] 34, 790-799, June, 1955. 
6figs., 11 refs. 


The electroencephalograms (EEG) of 13 patients in 
hepatic coma were recorded at the Mayo Clinic and the 
changes observed are here analysed. The earliest change 
was a slowing and disorganization of the alpha rhythm. 
The appearance of theta activity was accompanied 
clinically by clouding of consciousness and later, when 
the patients could be roused only by painful stimuli, 
triphasic waves appeared. Complete recovery within a 
few hours occurred in some cases, but otherwise 
generalized delta activity appeared, which finally showed 
a gradual suppression. 

Triphasic waves were demonstrated in 12 of the 13 
patients and were usually best seen in the frontal and 
temporal areas. They were symmetrical, the main 
deflection was positive, and they were unaffected by 
afferent stimulation. In the occipital regions there was 
a delay of 25 to 140 milliseconds, suggesting that the 
triphasic waves were conducted—but whether by cortical 
or subcortical mechanisms was not clear. Similar dis- 
charges may sometimes be seen in patients under ether 
anaesthesia, in epileptics, and in cases of cerebral 
lipoidosis. The EEG recordings from 8 patients suf- 
fering from cirrhosis of the liver but without mental 
changes were all normal. L. G. Kiloh 


the Electroencephalographic 


219. The Problem of Glioma of the Brain 

G. F. RowsorHam, L. P. LaAssMAN, A. C. JENKINS, 
and M. E. BousrieLp. British Medical Journal [Brit. 
med. J.) 1, 1445-1448, June 18, 1955. 1 fig., 1 ref. 


The authors review 466 cases of glioma of the brain 
Which occurred among 700 consecutive cases of brain 
tumour referred to the Regional Centre of Neurological 
Surgery, Newcastle upon Tyne, representing an incidence 
of 66%. Histological classification according to cell 
type as suggested by Bailey and Cushing left 235, or 


approximately 50%, unclassifiable, most of these being - 


malignant varieties. It is pointed out that in no case 
was a discrete edge to the glioma seen, but cells, pre- 
sumably neoplastic, occurred at considerable distances 
from, and unconnected with, the main mass of the 
tumour. In no instance either was there evidence of 


Metastasis outside the central nervous system. The. 


_ affected and the age distribution by decades are 
ted. 

In the majority of cases the tumour caused serious 
incapacity within a few months and death within 2 years. 
A small percentage of astrocytomata are relatively 
benign and may be present without causing symptoms 
for 10 to 20 years. Some cystic gliomata are so circum- 
scribed that they can be totally excised and the patient 


cured. Early diagnosis is obviously important. The 
initial symptoms and signs are raised intracranial pres- 
sure (manifested by headache, vomiting, and papill- 
oedema), epileptic attacks, mental change, and abnormal 
neurological signs. It is generally impossible to base a 
diagnosis solely on clinical findings. Differentiation 
must be made from vascular and degenerative lesions 
of the central nervous system and also from other types 
of intracranial space-occupying lesion. Radiography, 
electroencephalography, and lumbar puncture may all 
help in diagnosis, but pneumoencephalography, ventri- 
culography, or angiography may be necessary to clinch 
the diagnosis. . 

Surgical methods of treatment are summarized and 
discussed. In the authors’ experience internal decom- 
pression, that is, formal resection of a block of cerebral 
tissue with the neoplasm, is the only worth-while major 
surgical procedure. They point out, however, that 
although excision should be as radical as possible, it 
should never inflict damage that may lead to incapacity, 
the surgical imposition of a hemiplegia being worse 
than failure. It is emphasized that subtemporal decom- 
pression alone must be avoided, as likely to lead only 
to cerebral herniation and thus to prolongation of 
incapacity. 

The indications for operation and suitable types of 
case are discussed. Of the 405 patients operated upon, 
7 were cured, 23 were enabled to return to a useful 
life for 2 to 5 years, and 52 were relieved of distressing, 
symptoms such as pain or vomiting. The difficulties in 
the management of these patients (and also of their near 
relatives) are briefly considered. J. V. Crawford 


220. Peritoneal Shunts in the Treatment of Hydro- 
cephalus and Increased Intracranial Pressure. A 4-Year 
Survey of 62 Patients 

I. J. JacKsSON and S. R. SNopGrRAss. Journal of Neuro- 
surgery [J. Neurosurg.] 12, 216-222, May, 1955. 12 refs. 


Operations proposed for the relief of obstructive 
hydrocephalus include (1) insertion of a plastic tube 
establishing permanent drainage from the lateral ven- 
tricles into the peritoneal cavity, and (2) the establish- 
ment of a similar communication between the lumbar 
subarachnoid space and the peritoneum. One or other 
of these operations was performed at the John Sealy 
Hospital (University of Texas), Galveston, Texas, on 62 
patients, of whom 42 were under 14 years of age and 
20 over that age; the earliest cases have been followed 
for a maximum of 4 years. The details of the operations 
are described, the results tabulated, and the causes of 
death in the fatal cases listed; 20 patients have died 
from the results of increased intracranial pressure and 
12 from other causes. Lasting benefit was obtained in 
22 cases (35%), although it is admitted that recovery in 
some of these cases may have been unconnected with 
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operation. Improvement in 7 others has been main- 
tained in spite of blockage of the tubes occurring at 
varying times after the operation. This is one of the 
main complications and necessitated re-operation on 54 
occasions. L. Crome 


221. Compression Rather than Decompression for Tri- 
geminal Neuralgia 

C. HUNTER SHELDEN, R. H. PUDENZ, D. B. FRESHWATER, 
and B. L. Crue. Journal of Neurosurgery (J. Neurosurg.| 
12, 123-126, March, 1955: 2 figs., 3 refs. 


The authors first describe their method of treating 
trigeminal neuralgia by decompression of the peripheral 
branches. In this operation the foramen ovale and the 
foramen rotundum are exposed by a temporal extradural 
route ; these foramina are then enlarged and the nerve 
sheaths incised. Of a series of 10 patients treated by 
this method, all experienced complete relief of pain. 
[The exact times of follow-up are not given, but re- 
examination 3 years later is said to have shown a high 
percentage of lasting results.] 

On comparing these results with those reported by 
Taarnhej of Copenhagen, whose operation consists in 
decompression of the posterior root of the trigeminal 
nerve, they concluded that the only factor common to 
the two types of operation was operative trauma, and 
on this basis they devised a new operation. In this the 
sensory root of the Sth nerve is exposed through a small 
dural incision after the usual extradural temporal 
approach. (The dural incision is purposely made very 
small to avoid any possibility of decompressing the root.) 
After exposure the appropriate fibres are subjected to 
gentle pressure with a blunt instrument for a short 
period of time. 

The operation has now been performed on 29 patients; 
only minimal sensory disturbance has resulted and the 


patients have reported complete relief of their pre- 


operative pain. The first operation of this type was 
carried out in December, 1953, so that the period of 
observation is still too short to allow of definite con- 
clusions as to long-term results. Brodie Hughes 


222. The Traumatic Chiasmal Syndrome. (Le syndrome 
chiasmatique d’origine traumatique) 
M. P. Danis. Revue d’oto-neuro-ophtalmologie (Rev. 


Oto-neuro-ophtal.] 26, 321-343, 1954 [received April, 


1955]. 8 figs., bibliography. 


Damage to the optic chiasma is an unusual sequel 
of head injury. When it does occur the field defects 
usually found are either bitemporal hemianopia or 
blindness of one eye with a complete or incomplete 
temporal defect in the other. The author reports 5 such 
cases and reviews 81 others reported in the literature. 
Bitemporal hemianopia occurred in 68% and bitemporal 
hemianopia with the additional involvement of one nasal 
field in 32%. If part of a temporal field is spared it is 
usually the inferior quadrant, and it is in this quadrant 
that recovery first begins to take place. Ocular palsies 
were associated with the field defects in 38% of cases, 
anosmia in 29%, diabetes insipidus in 26%, and deafness 
in 14%. 


Whereas traumatic lesions of the optic tracts and 
radiations are nearly always the result of gunshot 
wounds, the chiasmal syndrome is always the result of 
a non-penetrating injury (frontal in 85% of cases). The 
fracture in such cases runs the length of the roof of the 
orbit medially. The field defects are usually maximal 
immediately after the injury, and may regress in the 
course of the next year, though occasionally they may 
progress for several months. Only if there are other 
indications for surgery or if the visual defect progresses 
is exploration justified. The author found no evidence 
that a chiasmal syndrome can develop at an interval 
after a non-penetrating injury which causes no immediate 
visual defect. 

In very rare cases sagittal rupture of the chiasma has 
been found at necropsy; avulsion of one optic nerve is 
more common. Usually rupture of the decussating 
fibres is demonstrable only microscopically. The author 
finds little support for the view that the lesion is primarily 
one involving the nutrient vessels of the chiasma; in 
only 2 of the reported cases has an intrasellar haematoma 
been responsible. Arachnoidal adhesions cannot be 
held responsible for the immediate field defects, although 
they may be responsible for later visual deterioration. 

J. Foley 


223. Disseminated Sclerosis and Allied Spastic Con- 
ditions. Adrenocorticotrophic Hormones in Combination 
with Physiotherapy 

R. Sprra and A. V. EINHORN. British Journal of Physical 
Medicine (Brit. J. phys. Med.| 18, 134-137, June, 1955. 
9 refs. 


In this preliminary report from the Department of 
Chronic Diseases of Malben, Israel, the effect of ACTH 
and cortisone in 7 cases ‘of disseminated sclerosis, one 
case of neuromyelitis optica, and one of an incomplete 
myelitis syndrome is described. The average age of the 
patients was 39 yearsgand the average duration of the 
disease was 7 years. The predominant symptom was 
spasticity of the limbs, but in all cases the condition had 
been stationary for 14 to 2 years. A daily intravenous 
infusion of 20 mg. of ACTH in 500 ml. of saline was 
given at the start of treatment, this dosage being reduced 
every 3 days by 5 mg. until a total of 10 infusions had 
been given. This was followed by oral administration 
of cortisone in a dosage of 75 to 100 mg. daily, this 
dosage being slowly reduced according to the results 
obtained or to the patient’s tolerance of the drug. In all 
cases physiotherapy was given at the same time. 

The results of this treatment were not conclusive, the 
average observation period being only 24 weeks. After 
about 2 weeks there was improvement in most cases in 
adductor spasticity and coordination, although one 
patient relapsed during treatment. In 5 cases bladder 
function improved. The authors noted that the symp- 
toms most influenced by therapy were those which 
appeared late in the disease. Little or no benefit was 
observed when the disease was severe. _ 

The authors suggest that in the cases in which there 
was improvement ACTH acted on the oedema present 
in the myelin substance in the patches of sclerosis. 

I. Ansell 
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224. WIN 8077 in Treatment of Myasthenia Gravis. 
Use of N,N’-bis(2-Diethylaminoethyl) Oxamide bis-2- 
Chlorobenzy! Chloride in Fifty Patients 

R. S. Scowas, C. K. MARSHALL, and W. TIMBERLAKE. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 158, 625-628, June 25, 1955. 1 fig., 8 refs. 


The authors report from Massachusetts General 


Hospital, Boston, the results of treatment of 50 cases - 


of myasthenia gravis with “* WIN 8077” (N,N’-bis-(2- 
diethylamino-ethyl) oxamide bis-2-chlorobenzyl chloride; 
“mysuran chloride’), a substance which is chemically 
different from neostigmine and the alkyl phosphates. 
When given intravenously this drug exhibits definite anti- 
myasthenic properties in a dosage of 250 wg.; up to 
| mg. may be given to certain patients by this route, 
although at this level of dosage muscarinic side-effects 
are considerable. The drug may also be given orally in 
syrup; some patients respond to an oral dose of 2 to 
4mg., while others may require as much as 50 to 75 mg. 
per dose. 

The authors have found that this substance is some- 
what more powerful than neostigmine and acts for about 
twice as long, while it seems to cause less disturbance 
of the gastro-intestinal tract; however, individual varia- 
tions in response have been very striking and are such 
that patients receiving this treatment require close and 
careful supervision. Of the 50 patients, 41 have con- 
tinued to take the drug and prefer it to their previous 
medication. 

(In an addendum the authors report that by May, 
1955, they had treated 75 patients, of whom 59 had 
continued with this therapy, although 17 were taking 
neostigmine or “ mestinon”’ in addition.) 

John N. Walton 


225. . Recovery of Muscle Function in Paraplegia _- 
H. T. ZANKEL and L. H. CARRINGTON. Physical Therapy 
Review [Phys. Ther. Rev.] 35, 299-305, June, 1955. 1 fig. 


At Crile Veterans Administration Hospital, Cleveland, 
Ohio, the authors have examined periodically a total of 
5,688 muscles or muscle-groups in 79 paraplegic patients, 
in whom physiotherapy was begun from one week to 
47 months after the onset of the paraplegia. Of about 
1,500 muscles which showed no power on first examina- 
tion, 85% have remained completely paralysed; the 
remainder have recovered in varying degrees up to 40% 
of normal. Of another 1,500 muscles which showed 
only partial paralysis when first seen, a similar propor- 
tion have shown improvement in power. 

The authors conclude that treatment by physical 
methods for long periods is worth while. They issue a 
warning against overrating the effect of drugs designed 
to produce improvement in muscle function in such cases. 
To be recognized as effective such drugs would have to 
show results which are demonstrably better than those 
achieved by physical and occupational therapy. 

[This painstaking work and its statistical evaluation 
was not needed to prove the authors’ conclusions. 
Without full information on each individual patient 
(such as level of the lesion, whether complete or incom- 
plete, and whether the patient is with or without bedsores 


or urinary infection) such statistical evaluations are really 
meaningless. No two paraplegic patients are alike; and 
no assessment of muscle power or its recovery is of value 
that does not even take note of whether the antagonist 
muscles were paralysed or not. Physiotherapy of para- 
plegics ought not to be divorced from all the other 
aspects of treatment or it will be seen out of focus.] 
L. Michaelis 


226. The Syndrome of Acute Anterior Spinal Cord 
Injury 

R. C. SCHNEIDER. Journal of Neurosurgery {J. Neuro- 
surg.] 12, 95-122, March, 1955. 35 figs., 3 refs. 


In this paper from the University of Michigan Medical 
School, Ann Arbor, fully detailed case histories are 
given of 12 cases of injury of the cervical spine and one 
of the thoracic spine. In all cases the patients presented 
clinical evidence of damage to the anterior columns of 
the spinal cord, resulting in a syndrome characterized 
by immediate complete paralysis of all four limbs (or 
the lower limbs only in the case of thoracic spinal 
injury); subsequent evidence derived from a study of 
reflex function and type of spasm showed that this was 
due to pyramidal-tract involvement. In addition there 
was hypalgesia and hypaesthesia to the level of the 
injury, though with preservation of the sensation of 
touch, joint position sensg, and some vibration sensibility. 
In the majority of cases there was no evidence of spinal 
block on lumbar puncture and manometry. At opera- 
tion, which was performed in all cases at times varying 
from a few hours to 4 years after injury, the causative 
lesions were shown to include simple prolapse of a 
cervical disk, prolapse of a disk with varying degrees of 
bony injury, and various combinations of bone deformity, 
including dislocations, and the formation of posterior 
spurs and bony ridges. In all cases some degree of 


‘recovery followed operation. There were two deaths, 


one from acute postoperative oedema and cavitation in 
the cervical cord and the other from haemorrhage due 
to gastric ulceration. 

The author is strongly of the opinion that in all such 
cases early operative exploration is necessary in order to 
remove anterior compression and to create for the 
damaged cord optimal conditions for recovery. The 
exploration should include laminectomy of at least three 
vertebrae and division of the dentate ligaments at three 
levels. The dura should be opened in the midline but 
the arachnoid opened laterally, so that if there is any 
evidence of oedema of the cord the dura can be left 
open without allowing escape of cerebrospinal fluid. 
Where possible, removal of prolapsed disk tissue or 
posteriorly displaced bone fragments should be carried 
out. To these operative procedures should be added 
any orthopaedic measures necessary to stabilize the spine, 
such’as traction and fixation. The author also believes 
that in all cases of fracture or fracture with dislocation 
in the cervical region subsequent fusion by bone grafting 
is necessary, and it is recommended that this be carried 
out about 3 weeks after the injury. Brodie Hughes 


See also Gastroenterology, Abstract 112. 
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227. Anxiety and an Autonomic Reaction to Pain 

M. Piercy, A. ELirHorn, R. T. C. Pratt, and M. Cross- 
KEY. Journal of Neurology, Neurosurgery and Psychiatry 
[J. Neurol. Neurosurg. Psychiat.] 18, 155-162, May, 1955. 
3 figs., 8 refs. 


As a measurement of the autonomic reaction to pain 
the changes in the electrical resistance of the palmar skin 
(psychogalvanic response) were recorded in 36 psychiatric 
patients at the National Hospital, Queen Square, London, 
(1) after an electrical stimulus to the little finger, and 
(2) after the flashing of a red light, which was exhibited 
8 seconds before the stimulus was given. The electrical 
stimuli were increased in strength by regular steps from 
subliminal to the maximum which the subject could 
tolerate, approximately 16 supraliminal stimuli being 
administered in each experiment. After the subject said 
“stop ” the red light was exhibited 3 more times without 
the subsequent shock, the patient having been warned 
that this would be so. During these proceedings 
measurements were made of resting skin resistance, skin 
temperature, and environmental temperature, together 
with a graphic recording of respiration. The psycho- 
galvanic response to maximum inspiration had been 
determined before the main experiment was begun. On 
the basis of the prominence of anxiety among their 
symptoms the patients were divided into two groups: 
the “ more anxious” and the “less anxious”’, and in 
this study the authors were concerned mainly with the 
difference in the autonomic responses of these two groups. 

The experiments showed that the initial skin resistance 
in the more anxious group was lower than in the 
less anxious, indicating a higher rate of sweating. 
The mean response to the electric shock and to a deep 
breath was greater in the less anxious, whereas that to 
the red light was greater in the more anxious; these 
differences, however, were not statistically significant. 
The “expectancy ratio”? was expressed as the mean 
response to the red light divided by the mean response 
to shock x 100, and was higher in the more anxious (31-2) 
than in the less anxious (23-4), the difference again not 
being considered statistically significant. Other ratios, 
however, such as those of shock response. to deep- 
breath response and of red-light response to deep-breath 
response, did achieve statistical significance and were 
greater in the more anxious than in the less anxious group. 
Concordance between autonomic and clinical criteria of 


anxiety was found in 26 (72-7%) of the subjects. Pain © 


tolerance did not differ significantly in the two groups. 
As a result of some close reasoning the authors con- 
clude that: (1) the previous assumption that the size of 
the psychogalvanic response to a particular stimulus 
bears a direct relationship to the resting level of skin 
resistance is not absolutely correct, for this relationship 
is only true for stimuli in which the psychological com- 
ponent is small‘and constant; (2) the real relationship 
between response and resting skin resistance depends 


70 


upon the nature of the stimulus; (3) the electrical 
stimulus is more disturbing emotionally to the more 


_anxious patient, whereas the response to deep breathing 


has minimal emotional content, and so the ratio between 
the two serves to distinguish between the more and the 
less anxious patients. It is.felt that under equal con- 
ditions of stress the more anxious patient tends to 
form anticipatory sets of psychological determinants 
which are accompanied by a relatively greater degree 
of autonomic disturbance. Fergus R. Ferguson 


228. Preliminary Report on Treatment with Nitrous 
Oxide in Psychiatric Practice. 
O MPHMC€HCHHH 3aKHCH a30Ta B 
CKOH NpaKTHKe) 

N. M. ZHarkov and V. F. Matveev. Xypxaa Hespo- 
namoaoeuu u ITcuxuampuu [Zh. Nevropat. Psikhiat.] 55, 
287-290, 1955. 6 refs. 


The authors recall that the treatment of certain disease 
conditions with ‘nitrous oxide was first tried by Kliko- 
vich at the suggestion of Botkin as long ago as 
1881, the former reporting a lessening of painful symp 
toms and improvement in disposition and well-being. 
To prevent the onset of asphyxia during treatment 
nitrous oxide is now administered in conjunction with 
oxygen. The treatment is found to have a sedative 
effect which is superior to that of other narcotics, has 


no undesirable effects upon the cardiovascular system, 


and does not injure the parenchymatous organs such as 
the liver and kidneys. There is in Soviet literature, 
however, no account of its employment in psychiatry; 
Starkov referred to its use, but published no descrip- 
tion of its effects. References in non-Russian literature 
are confined to its use in schizophrenia. There have also 
been reports of treatment by inhalation of nitrogen, but 
this was employed to produce anoxaemia and such 
treatment is, in the authors’ opinion, a form of shock 
therapy. 

When the present authors decided to try the effects of 
nitrous oxide they first employed a method of inhalation 
with a, mask, 12 patients—3 with manic-depressive 
psychosis, 3 with pre-senile psychosis, 2 with reactive 
depression, and 4 with neurosis—being given a mixture 
of nitrous oxide and oxygen varying from 60% N2O and 
40% O2 to 80% N20 and 20% O2 in 10 to 15 deep 
inhalations at each sitting; the average number of treat- 
ments was 12. A feeling of relaxation (“lightness of 
the spirit’) was described by the patients, this being 
followed by drowsiness and muscular relaxation. Of 
these 12 patients, 5 were markedly improved in their 
mental state. 

Technical difficulties in the use of this method, how- 
ever, led the authors to investigate other methods, 
including the subcutaneous injection of nitrous oxide, it 


having been found that cats could tolerate as much as 
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400 ml. by this route with no ill-effects. After first 
trying the method on themselves and finding that a 
temporary numbness lasting 15 minutes and slight signs 
of intoxication were the only side-effects, they then 
treated 32 patients in this way, 10 to 12 subcutaneous 
injections being given, usually one every other day, 
put in some cases daily. The 32 cases comprised 4 of 
cyclic psychosis, 2 of schizophrenia, 2 of a reactive 
depression, 6 of pre-senile dementia, and 18 of various 


neurasthenic conditions. The patients were also — 


given fortifying treatment ’’ which included the ad- 
ministration of glucose and vitamins, sedation at night, 
and physiotherapy in the form of baths and diathermy 
to the head. The results showed that 27 patients were 
definitely improved and 3 did not respond [the results 
in the other 2 cases are not stated]. While admitting 
that some of this improvement may have been due to the 
fortifying treatment, the authors claim that treatment 
with nitrous oxide has a decided effect on this type of 
psychotic case, is well tolerated, and has no side-effects. 
Full case histories of two typical cases are given. 
L. Firman-Edwards 


229. ‘*Serpasil’’ Therapy in Psychiatry. 
kuren in der Psychiatrie) 

K. HUCHTEMANN and G. PFLUGFELDER. Schweizerische 
medizinische Wochenschrift [Schweiz. med. 85, 
627-630, June 25, 1955. 3 refs. 


This paper reports the details and results of treatment 
at the Cantonal Waldhaus Clinic, Chur, Switzerland, of 
100 patients suffering from various forms of psychosis 
with “‘ serpasil”’ (reserpine) administered over a long 
period. The results are described as “‘ good”’ in 33 
cases, ‘“‘ moderately good ”’ in 35, 17 patients were easier 
to nurse, and 15 showed no response. Of 72 chronic 
schizophrenics of all types, 24 showed a good result, 
28 a moderate result, 9 some improvement, and 11 no 
response. The authors state that reserpine produces 
few side-effects—the Parkinsonian syndrome is con- 
sidered to be a constant result of its action and not a 
side-effect—and does not induce allergic skin reactions 
or liver damage, as may chlorpromazine. They there- 
fore regard reserpine as a valuable new drug whereby 
cases of chronic psychosis may be favourably influenced 
during long-term treatment. J. B. Stanton 


(Serpasil- 


230. Complications of Chlorpromazine Therapy in 800 
Mental-hospital Patients 

J. Lomas, R. H. BOARDMAN, and M. Markowe. Lancet 
[Lancet] 1, 1144-1147, June 4, 1955. 30 refs. 


The complications noted in the course of treating 800 
patients with chlorpromazine are classified. Such com- 
plications may be divided into side-effects and toxic 
Treactions. Of the side-effects hypotension is the only 
One requiring special precautions and then only in the 
aged and those with cardiovascular dysfunction. : 

Jaundice, blood dyscrasias, skin reactions and oedema, 
pyrexia, and epileptic fits all occurred as toxic mani- 
festations. Of these jaundice and blood dyscrasias may 
prove fatal and are regarded as being absolute contra- 
indications to continuing treatment with chlorpromazine. 


Previous liver dysfunction may predispose to jaundice 
and therefore should also be regarded as a contra- 
indication to such treatment. With the exception of 
epileptic fits, the time of occurrence of all toxic mani-_ 
festations had a definite relationship to the duration of 
treatment but not to the dosage at the time or to the 
total dosage of chlorpromazine. In view of this finding 
and the occurrence of eosinophilia in some cases the 
toxic reactions are probably due to sensitisation. 
Epileptic fits occurred mainly in post-leucotomy 
patients, and in only 1 case were no predisposing factors 
detected. Therefore chlorpromazine may have epilepto- 
genic properties which may cause manifest fits in suscep- 
tible people.—[Authors’ summary.] 


231. The Diagnostic Significance of the Quantitative 
Estimation of Phenols in the Blood of Schizophrenics. 
(O 8Ha4eHHH KONM4e- 
CTBa (eHONOB B KPOBH OOsbHbIX 

A. A. Porosuina. JKypHaa Heeponamonoeuu u 
ITcuxuampuu [Zh. Nevropat. Psikhiat.] 55, 266-268, | 
1955. 4 refs. 


Previous work by Soviet authors, a number of whom 
are cited, has shown that the pathogenesis of schizo- 
phrenia is based on a toxic process associated with a 
disturbance of protein metabolism which results in auto- 
intoxication due to an accumulation of toxic nitrogenous 
products such as amines, nitriles, and aromatic amino- 
acids. With a view to throwing further light on this 


‘process the present author has estimated the blood 


phenol content in 161 schizophrenics, 83 patients with 
other types of psychosis, and in 20 normal control 
subjects. 

In the healthy controls the blood level of total phenols 
varied from 0-95 to 1:35 mg. per 100 ml., and of free 
phenols from 0-85 to 1-3 mg. per 100 ml. (The method 
of estimation was that of Teys-Benedikt.) The patients 
were divided into three groups—those with normal blood 
phenol levels, those with raised levels (1-31 to 1-65 mg. 
per 100 ml.), and those with high levels (1-66 to 3-35 mg. 
per 100 ml.). Of the schizophrenics, 9-3% had normal 
levels, 23% had raised levels, and 67-7% had high levels 
of blood phenol. Of 7 epileptics, 6 (85-7%) had normal 
levels, as had all patients with toxic and infective. 
psychoses and also all depressive cyclothymic and cyclo- 
 sesage patients. The. only group of patients, apart 
rom the schizophrenics, who showed a predominance _ 
of raised or high levels were 25 involutional psychotics, 
of whom 16 had raised levels and 5 had high levels. 

In the schizophrenic patients a fall of the blood phenol 
content to normal levels during the course of treatment 
was a good prognostic omen; of 19 in whom this 
occurred, the mental state improved to almost normal 
and remained so, only 3 of these patients requiring to 
return to hospital for a second course of treatment. 
Of 7 others, in whom the level fell slowly and never 
returned to normal, all deteriorated to the stage of 
established and irreversible schizophrenia. 

L. Firman Edwards 


See also Cardiovascular System, Abstract 134. 
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232. Acanthosis Nigricans. (Zum Studium der Acan- 
thosis nigricans) 

H. O. JoHNe, H. DENGLER, and A. PrRaATseE. Archiv fiir 
klinische und experimentelle Dermatologie {Arch. klin. 
exp. Derm.] 201, 36-48, 1955. 5 figs., 15 refs. 


A case of acanthosis nigricans of the benign juvenile 
type is reported in detail from the University Skin Clinic, 
Erlangen, in a young woman aged 20 who showed 
extensive skeletal changes and mild mental deficiency. 
The skeletal deformities were noted soon after birth 
and consisted in gross abnormalities of the skull,- re- 
sembling to some extent a “ tower” skull. The limbs 
were disproportionately short and there was generalized 
stunted growth. The skin lesions made their first appear- 
ance at the age of 14. Apart from genital hypoplasia, 
no evidence of a major endocrine dysfunction was found. 

The skeletal abnormalities could not be fitted into 
any known type of disorder and the authors suggest 
that the entire picture forms an aetiological whole. 
The only abnormal laboratory finding was a strongly 
positive serological reaction for toxoplasmosis in the 
patient and also in her mother. The significance of this 
is uncertain, but is considered to be worth bearing in 
mind in future cases of acanthosis nigricans. 

G. W. Csonka 


233. A Clinical Application of a Hydrophilic Ointment . 


Base. A Balanced Emulsion System 
J. Q. Gant. Archives of Dermatology [Arch. Derm. 
(Chicago)] 71, 688-691, June, 1955. 9 refs. 


Problems encountered in the management of dermatitis 
of the hands, so-called housewife’s eczema, are discussed. 
It is usually impossible for a housewife to avoid using 


detergents, and the wearing of gloves causes maceration,. 


which may be more damaging than the detergent. The 
use of greases and oils is not desirable because they tend 
to seal the skin surface and prevent the normal exchange 
of moisture; moreover, the fatty film facilitates pyogenic 


infection. ‘“* Polysorb”’ hydrate (a hydrated ointment 


base consisting of sorbitan sesquiolate in a wax—petro- 
latum base) was used in 176 cases of contact dermatitis 
of the hands. Excellent results were obtained, symp- 
tomatic relief being observed within 5 days, with sub- 
sequent healing in all cases. This preparation, which is 
a water-in-oil emulsion, is recommended to combat the 
mechanically irritant effects of detergents on the skin. 
E. W. Prosser Thomas 


234. Hexachlorophene (G-11) in the Treatment of 
Eczematous Dermatoses 
S. Epstems. Archives of Dermatology [Arch. Derm. 
(Chicago)| 71, 692-695, June, 1955. 1 fig., 6 refs. 
Infection plays an important part in eczematous der- 
matoses, contact dermatitis, atopic and seborrhoeic 
dermatitis, and especially in bacterial eczema. For this 
reason various antiseptics or antibiotics are frequently 


72 


added to ointments and lotions, but some of these are 
sensitizing, others stain the skin, and many are expensive, 
The author, at the Marshfield Clinic, Marshfield, Wis- 
consin, found that hexachlorophene added to various 
topical medications in a concentration of 1 or 2% was 
an effective antiseptic in several hundred cases of ecze- 
matous dermatoses; monilial intertrigo also responded 
well. Only one instance of true contact sensitivity to 
the chemical was encountered. 


E. W. Prosser Thomas 


235. The Glycogen Content of the Skin in Normal 
Subjects and Certain Pathological Conditions. (Copep- 
B KOME MPH HOPMAMbHBIX HEKO- 
TOPbIX COCTOAHHAX) 

N.N. VASILYEvA. A pxue [Tamoaozuu [Arkh. Patol.] 11, 
50-55, April-June, 1955. 3 figs., 8 refs. 


In a study carried out at the Central Dermato- 
Venereological Institute, Moscow, samples of skin taken 
from 10 human embryos, 5 stillborn infants, 5 normal 
children, and 6 adults were examined histologically for 
glycogen after fixation by the Shabadash method; other 
samples from patients with a variety of pathological 
conditions were similarly examined. It was found that 
embryonic epidermis contains a large amount of glycogen 
during the first half of gestation, and that the content 
falls progressively during the second half of intra-uterine 
life, in childhood, and through adult life. No glycogen 
was detected in the sweat glands of embryos, but the 
sebaceous glands, the dermal sheaths of hair follicles, 
and the errector pili muscles all contained considerable 
quantities. In the skin from patients with pathological 
conditions associated with epithelial proliferation, such 
as eczema, lichen ruber planus, chronic ulceration, and 
psoriasis, the amount of glycogen was greatly increased, 
both in the skin and in its appendages; this increase 
was not accompanied by a raised blood glycogen level. 
It is suggested that the accumulation of glycogen in 
rapidly growing epidermis signifies a reversion to an 
embryonic type of carbohydrate metabolism in new 
tissue elements. L. Crome 


4 
236. The So-called Reticulohistiocytoma of the Skin. 
A Comparison of Two Distinct Types 
B. T. Davis and S. R. Woop. British Journal of Der- 
matology [Brit. J. Derm.] 67, 205-211, June, 1955. 
2 figs., 19 refs. 


The authors are of the opinion that the name 
“* reticulohistiocytoma ”’ of the skin has been applied 
erroneously to two distinct diseases. (1) In the con- 
dition originally described by Parkes Weber and Freun- 
denthal in 1937 (Proc. roy. Soc. Med., 30, 522) multiple 
small nodules on the fingers, face, and ears are associated 
with arthritis of rheumatoid type; histologically, the 
lesions contain smallish giant cells with regular, multiple 
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nuclei and diffusely sudanophiliccytoplasm. (2) Zak 
in 1950 (Brit. J. Derm., 62, 351) described, under the 
same name, single lesions occurring in otherwise healthy 
patients and containing large giant cells with multiple, 
imegular nuclei and fat droplets, but no diffuse fat, in 
the cytoplasm. 

They support their opinion by describing one case of 
each type from their own experience, and by a review of 
reported cases. It is suggested that neither is neoplastic 
in origin, the first being a form of xanthoma and the 
second a granuloma. Bernard Lennox 


237. Newer Studies on the Epidemiology of Fungous 
Infections of the Feet 

R, L. Baer, S. A. ROSENTHAL, H. ROGACHEFSKY, and 
Litt. American Journal of Public Health [Amer. J. 
publ. Hith\ 45, 784-790, June, 1955. 32 refs. 


Generally accepted views concerning the source and 
transmission of fungous infection of the feet are critically 
examined. Reports in the literature are cited which 
provide convincing experimental evidence that exogenous 
exposure plays a minor or negligible part in the causation 
of acute attacks of such infection, and recent experiments 
are described which support this view. Patients im- 
mersed their feet in water.under standard conditions for 
15 minutes; at the end of this time fungous elements 
were found in the water of the foot-bath of 54 out of 
78 patients with clinical tinea pedis and of 4 out of 28 
who were free from this condition. Further, deliberate 
exposure of one foot to grossly contaminated water by 
each of 45 volunteers did not result in a single case 
of acute fungous infection or any other clinical change; 
in 27 of the volunteers, however, fungous elements were 
subsequently found in one or more scrapings from the 
foot. In 15 of these cases fungous elements were also 
isolated from scrapings from the unexposed control foot. 
In 2 cases the fungus isolated was different from that to 
which the subject was exposed, suggesting the presence 
of a latent infection. 

The authors suggest that the transmission of fungous 
ements occurs easily, and that probably ‘“‘ most human 
beings in the United States begin to carry fungus on 
their feet in childhood”. It is the lowering of the 
defence mechanisms in the human host and, more parti- 
tularly, a local increase in susceptibility which lead to 
acute attacks, rather than contagion from swimming 
pools, floors, and bath-mats. In the authors’ view it is 
useless to sterilize shoes, socks, and other fomites of 
patients with fungous infection of the feet or to exclude 
persons with tinea pedis from public baths. They 
advocate instead the following measures to raise indi- 
Vidual resistance: the wearing of perforated shoes, 
specially in hot weather, and of wool and cotton socks, 
Which absorb water, rather than those made of nylon or 
fayon; regular use of a drying foot powder; insertion 
of lamb’s wool between the toe-webs where there is a 
tendency to maceration; careful drying of the feet with 
a change of shoes and socks when these are wet; and 
the use of non-alkaline soapless detergents for washing 
the feet rather than ordinary soap and water. 

Benjamin Schwartz 


-dermatitis, pruritus ani, and pruritus vulvae. 


238. The Use of 9-alpha-Fluorohydrocortisone in the 
Therapy of Dermatoses 

H. M. Rosinson, R. C. V. RoBINSON, and M. M. CoHEN. 
Bulletin of the School of Medicine, University of Maryland 
[Bull. Sch. Med. Maryland] 40, 72-75, July, 1955. 
5 refs. . 


The efficacy of 9-«-fluorohydrocortisone in the treat- 
ment of skin disorders was studied at Baltimore City 
Hospital (University of Maryland) in 1,067 patients 
suffering from various dermatoses. The steroid was 
applied in an ointment or lotion base in concentrations 
of 0-05% to 0:5%. (The relevant statistical details are 
set out in three tables.) ‘‘ Paired comparisons ’’ were 
carried out on 30 patients who had been admitted to 
hospital for generalized atopic dermatitis. 

By treating various parts of the body with preparations 
of different strengths it was found that the optimum 
effective concentration was 0:1%, the improvement 
achieved with this concentration being the same as that 
obtained with 1% hydrocortisone in a similar base. An 
ointment or lotion containing neomycin, or neomycin 
and bacitracin, combined with 0-1% or 0:2% of the 
steroid was used in 68 cases of secondary pyogenic 
infection; the action of the antibiotic was not inhibited 
by the steroid. The results of absorption studies, in 
which 46 mg. of 9-«-fluorohydrocortisone in a lotion 
base was applied for 48 hours to the skin of 3 patients, 
were inconclusive; the authors state that “‘ percutaneous 
absorption of the steroid may occur with some inter- 
ference of electrolyte balance’’. Like hydrocortisone, 
the new compound affords rapid but only temporary 
symptomatic relief in atopic dermatitis, seborrhoeic 
The 
lotion proved superior to the ointment base in the treat- 
ment of sunburn and intertrigo. The base, not the drug, 
was considered to be responsible for the few local re- 
actions observed. A. Fessler 
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239. Therapy of Chronic Lupus Erythematosus with 
Synthetic Antimalarials. (O tratamento do lupus erite- 
matoso crénico pelos antipalidicos sintéticos) 

N. BRANDAO and A. DA Fonseca. Actas dermo-sifilio- 
graficas [Act. dermo-sifiliogr. (Madr.)] 46, 530-536, 
March, 1955. 6 refs. 


Of 26 patients aged 25 to 73 suffering from chronic 
lupus erythematosus who were treated with synthetic 
antimalarials, 24 were given “ atebrin’’ (mepacrine) 
and 2 “ resoquin”’ (chloroquine) in initial doses of 
200 to 500 mg. daily. Two of these patients are still 
under treatment; the other 24 were followed up for 
periods between one month and one year (average 6 
months). Re-examination showed that the lesions had 
completely healed and remairied so in 10 cases, 4 patients 
were greatly improved, 4 improved, 2 slightly improved, 
and 3 unchanged; in the remaining 3 patients the con- 
dition recurred at 2, 2, and 6 months respectively. A 
complication of treatment in the form of an exfoliative 
dermatitis occurred in one case, while.3 other patients 
suffered from nausea and vomiting. _ Eric Dunlop 


See also Rheumatic Diseases, Abstract 217. 
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NEONATAL DISORDERS AND 
PREMATURITY 


240. Neonatal Anoxia. I. A Study of the Relation of 
Oxygenation at Birth to Intellectual Development 

V. ApGar, B. R. Girpany, R. McINntTosn, and H. C. 
TAYLOR. Pediatrics [Pediatrics] 15, 653-662, June, 1955. 
11 figs., 27 refs. 


In a study of the possible relation between mental 
retardation and neonatal anoxia carried out at the 
College of Physicians and Surgeons, Columbia University, 
New York, 243 newborn infants were selected at random 
and the oxygen content and oxygen saturation of cord 
blood and blood drawn from a deep heel-prick at various 
intervals during the first 3 hours of life were estimated. 
The Gesell developmental rating of each child was deter- 
mined between the ages of 21 and 34 months (average 
26-7 months), and the Stanford-Binet and Seguin Form 
Board tests applied between 28 and 55 months (average 
47-6 months). The Gesell developmental quotient was 
found of little value in predicting the subsequent Stan- 
ford—Binet intelligence quotient. 

There did not appear to be any significant correlation 
between the neonatal oxygen level and subsequent 
intelligence, whichever way it was assessed. Even in the 
10 mentally defective children in the group—a frequency 
of 3-6%, which represents a chance distribution—the 
lowest oxygen values recorded did not differ significantly 
from those in the rest of the group studied. 

Correlations were also sought between neonatal com- 
plications (such as convulsions, chest retraction, and 
persistent cyanosis) and the subsequent intelligence, but 
again without success. David Morris 
241. Oxygen Administration and Retrolental Fibro- 
M. A. EnGte, D. H. Baker I. Baras, A. FREEMOND, 
W. E. Laupus, and E. W. Noxton. American Journal 
of Diseases of Children |Amer. J. Dis. Child.| 89, 399-413, 
April, 1955. 22 refs. 


In an investigation into the role of oxygen administra- 
tion in the causation of retrolental fibroplasia all babies 
of birth weight 1,650 g. or less admitted to the premature 
nursery of the New York Hospital were assigned, by a 
modified random-sampling technique permitting con- 
temporary pairing, to one of two groups (I and II) 
after being nursed for an initial period in an oxygen-rich 
environment, which is assumed by the authors to reduce 
the hazard of early death. This initial period was 14 


days for babies weighing 1,000 g. or less at birth, 7 days’ 


for those weighing 1,001 to 1,361 g., and 2 days for 
those weighing 1,362 to 1,650 g. Those in Group I 
continued to be nursed in oxygen until they weighed 
1,600 g., whereas those in Group II were weaned from 
oxygen over a 4-day period by progressive reductions 
in oxygen flow. [For details of the types of incubator 
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used, and of the routine treatment given, the original 
paper should be consulted.] The optic fundi were 
examined weekly and regular follow-up examinations 
carried out after discharge until the age of 4 to § 
months or until the fundi became normal or cicatricial, 

Of 99 infants reaching the age of assignment, 50 were 
allocated to Group I and 49 to Group II; the numbers 
were subsequently reduced by inadequate follow-up or 
death to 48 and 46 respectively. The comparison of 
results was complicated by the fact that 7 of the infants 
allocated to Group II were unfit to be removed from 
oxygen at the specified time or had to be given oxygen 
again owing to respiratory difficulty on removal. These 


. 7 were therefore excluded from Group II and statistically 


acceptable adjustments made by three different methods 
in the composition of Group I to allow for their exclusion, 
whereupon no significant difference could be found 
between the two groups in the gross incidence of retinal 
change. Moreover, the incidence among the 7 infants 
excluded from Group II and among 8 infants in Group! 
who were considered to have been comparable in clinical 
condition at the time of assignment was similar, and was 
in each case higher than the incidence in the remainder 
of the group. 

In the series of 94 cases as a whole there appeared to 
be a direct correlation between the duration of oxygen 
therapy and the occurrence and severity of retinal changes. 
But within each of the three birth-weight groups it was 
shown that the average period of exposure to oxygen 
among those infants with signs of active retrolental 
fibroplasia of any degree was no greater than among 
those without such changes, a higher average period of 
exposure being found only among those with serious 
residual changes. This suggests that exposure to oxygen 
does not initiate the process of retrolental fibroplasia, 
but influences the severity of the changes once they 
begin. The average concentration of oxygen used was 


_over 50% in 14 cases, between 40 and 50% in 52 cases, 


and under 40% in 28 cases, but the incidence of retinal 
change was not significantly different at these three levels. 
A study of the time relation between cessation of oxygen 
administration and onset of retrolental fibroplasia showed 
that although in general the changes appeared earlier in 
babies with a shorter exposure to oxygen (Group ID), 
the intervals were very variable, while in some cases 
changes were observed before oxygen therapy had ceased. 
The authors therefore consider that the time of onset 
of the changes may be related as much to the degree of 
immaturity of the fundus present at birth as to oxygen 
administration per se, and they support Fletcher’s com 
cept that the fundus is most susceptible to the disease in 
its immature and transitional stages of development, the 
changes appearing only as the fundus matures. 

A comparison of the observed incidence of retrolental 
fibroplasia at different birth weights in this series with 
that which would be expected on the basis of previous 
experience in the same hospital showed a close corre 
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spondence, suggesting that the findings could be attri- 
buted to variation in incidence with birth weight and 
that it is unnecessary to assume that oxygen had any 
additional effect. The effect of gestational age is also 


discussed, and it is pointed out that in this series the 
babies born at 29 or 30 weeks seemed especially suscep- ~ 


tible, this small group (24) accounting for 62% of the 
cases of cicatricial disease and 86% of those of blindness. 
The presence of anoxia and poor neonatal condition 
seemed to increase the risk of serious visual impairment. 

The authors point out that, despite their negative 
findings, exposure to oxygen or its curtailment may 
nevertheless have some effect on the incidence of retro- 
lental fibroplasia which was masked in some way in this 
study. However, it was at least conclusively demon- 
strated that the condition does develop with considerable 
frequency in babies exposed to low or moderate con- 
centrations of oxygen for 5 to 10 days only. 

[This careful and thought-provoking study of the place 
of oxygen therapy in the aetiology of retrolental fibro- 
plasia is difficult to summarize and should be read in the 
original by all those interested in the subject. The 
authors’ conclusions seem to follow logically from the 
analysis of their results, and suggest that current views 
may need modification.] A. White Franklin 


CLINICAL PAEDIATRICS 


242. Non-rachitic Craniotabes. [In English] 
B.S.V.BILLE. Acta paediatrica [Acta paediat. (Uppsala)} 
4, 185-202, May, 1955. 3 figs., 20 refs. 


The incidence of non-rachitic craniotabes was studied 
in 1,541 infants born at the Children’s Hospital, Sunds- 
vill, Sweden, between June, 1951, and May, 1952. Of 
1417 born spontaneously with cephalic presentation, 
28 had congenital craniotabes, but in none of these 
was there any evidence of rachitic aetiology. The results 
of radiological examination in all cases of severe cranio- 
tabes and of serological investigations in 10 were con- 
sistently negative. Further, 274 of the 1,541 infants 
were successfully followed up for at least one year; 
47 of these had had congenital and 61 postnatal cranio- 
_ None of the 274 children showed any sign of 

ts. 

The author considers that craniotabes, both the con- 
genital and postnatal forms, is mainly due to mechanical 
Pressure. The mechanical origin of the lesion appeared 
to be supported by the incidence (24-2%) in infants born 
of primiparae, and by the relation between the position 
of the head in the pelvis and the site of craniotabes, the 
side pressing against the symphysis pubis being most 
often affected. Only one out of 100 breech-born infants 
had congenital craniotabes. There were 20 sets of twins 
i the series; of these 40 infants, 6 had congenital 
waniotabes, each affected infant being the first-born 
win. The postnatal form of craniotabes was usually 
localized to the posterior parts of the parietal bones; 
if, however, it was unilateral it was associated with a 
Predilection for lying on that side. 

Margaret D. Baber 


243. Cyclic Vomiting as a Form of Epilepsy in Children 
J. G. MILLIcHaP, C. T. LomBroso, and W. G. LENNOX. 
Pediatrics (Pediatrics] 15, 705-714, June, 1955. 3 figs., 
25 refs. 


The thesis here put forward that cyclical vomiting is a 
manifestation of autonomic epilepsy is. based on the 
findings in a study of 33 children attending the Children’s 
Medical Center (Harvard Medical School), Boston, who 
were diagnosed as suffering from cyclical vomiting. Of 
these, 7 suffered from grand mal or psychomotor seizures, 
2 had a history of a sihgle convulsion in early life, and 
5 had occasional loss of consciousness with or apart 
from the vomiting attacks. (Since 14.0f the 33 children 
were referred initially to the Seizure Department, it is 
admitted that “‘ probably a degree of selection existed ”’.) 
In no case was any sign of organic disease found to 
account for the vomiting. 

An electroencephalogram was obtained in each case 
on | to 5 occasions and all were in some respect abnormal, 
although the abnormalities “‘ vary widely in’ significance 
in respect to epilepsy ’’; seizure discharges appeared in 
the records of 25 (76°) of the patients. Other evidence 
suggesting the epileptic nature of the condition included 
a family history of epilepsy and a history of beneficial 
effect on the vomiting of sedatives of proven efficacy in 
epilepsy. Details are given of 5 cases, in 2 of which 
cyclical vomiting occurred alone, while in 3 there were 
associated epileptic manifestations. David Morris 


244, Miultiple Births in Cerebral Palsy 

SHYH-JONG YUE. American Journal of Physical Medicine 
[Amer. J. phys. Med. 34, 335-341, April, 1955. 1 fig., 
5 refs. 


Of 301 cases of cerebral palsy studied at the Columbia— 
Presbyterian Medical Center, New York, 27 (9%) 
occurred in association with multiple birth, a proportion 
which agrees with previous figures. Of the 27 patients, 
4 were members of sets of triplets and 23 were twins. 
Of the latter, 13 were first-born and 10 second-born; | 
in 6 cases the other twin was stillborn, in 13 the other 
twin was normal, while both members of 2 sets of twins, — 
one identical and one fraternal, were affected. The 4 
triplets came from 3 sets, one of which contained a 
monozygotic pair, both of whom were affected. Only 
one of the 21 sets of twins was monozygotic (as judged 
from identity of sex and appearance) and, as stated, both 
members had cerebral palsy. : 

In 19 cases (70%) birth was premature, the average 
birth weight being 4 lb. 6 oz. (1-98 kg.), and 17 of these 
infants required to be nursed in an incubator. Delivery 
was spontaneous in 21 cases. Only one child had athe- 
tosis; 18 had spastic diplegia or quadriplegia, 5 had 
spastic hemiplegia, and 3 were too young for accurate 
diagnosis. The author reaches no definite conclusion 
concerning the respective roles of genetic factors, birth 
injury, and prematurity in the causation of cerebral palsy. 
However, he points out that in the two cases in which 
both members of a monozygotic pair were affected the 
clinical syndromes were identical in the two members, 
whereas in the one case of fraternal twins who were both 
affected the symptoms were entirely different, and it is 
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suggested that this lends support to the view that in 
_some cases a factor, genetic or otherwise, operating in 
very early embryonic life may be concerned. 

J. Foley 


245. 
Motility in Children 

R.G. Murray. Journal of Neurosurgery Neurosurg.] 
12, 278-286, May, 1955. 2 refs. 


The study here reported of ophthalmoplegia and 7th 
nerve palsy in children up to the age of 16 is based on 
the records of patients at Duke University Hospital and 
the University of North Carolina Memorial Hospital. 
Excluding patients with congenital abnormality, localized 
retrobulbar lesions, and poliomyelitis a total of 122 cases 
were collected and these are analysed and the findings 
tabulated in relation to aetiology, the particular cranial 
nerve involved, and prognosis. The pathogenesis of 
ophthalmoplegia, particularly that due to 6th nerve palsy, 
is discussed, the author criticizing the commonly held 
view that the lesion is often simply a result of raised 
intracranial pressure. In this series intracranial tumour 
accounted for over 70% of the cases, and the mortality 
.for the whole series was also 70%. Acquired ophthal- 
moplegia in children is therefore more suggestive of 
intracranial tumour than it is in adults and is of grave 
prognostic significance, making careful evaluation man- 
datory in every case. L. Crome 


246. A Study of Iliness in a Group of Cleveland Families. 
Vill. Relation of Tonsillectomy to Incidence of Common 
Respiratory Diseases in Children 

L. P. McCork ie, R. G. Hopces, G. F. BapGer, J. H. 
DINGLE, and W. S. JorDAN. New England Journal of 
Medicine [New Engl: J. Med.| 252, 1066-1069, June 

1955. 17 refs. 


The incidence of the common respiratory disorders in 
children subjected to tonsillectomy was compared with 
that in children with intact tonsils, the investigation being 
carried out at the University Hospitals, Cleveland, Ohio, 
among 230 children who had been under observation 
for varying periods between 1948 and 1952. The families 
of the patients were visited weekly by field workers, and 
patients at the time of illness were examined by a staff 
physician. The investigation fell into two parts: (1) the 
incidence of common respiratory diseases in children 
over the age of 3 who had undergone tonsillectomy was 
compared with that in a similar age group whose tonsils 
had not been removed; (2) the illness rate, before and 
after operation among 26 children subjected to tonsil- 
lectomy during the period were compared. In the latter 
group adjustment was made for age and for season 
according to Method A of Pearl, the latter adjustment 
being necessary because 10 of the 26 operations were 
performed during the months of May and June when 
the incidence of respiratory disorders is lower than in 
the winter months. 

There was no difference in the attack rates for the 
common respiratory disorders between the children with 
tonsils and those without, this being true for all four 
diagnostic groups—namely, questionable respiratory 


The Diagnostic Significance of Restricted Ocular 
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disease, coryzal infection, acute respiratory disease, and 
other illnesses. In the group of 26 children undergoing 
tonsillectomy during the period of observation no signifi. 
cant change was observed in the incidence of sickness 
after the operation; on the average, however; the 
attack rate in these children was higher than expected, 
The authors comment on this finding since it is at 
variance with that of the Medical Research Council, 
They point out that 21 of these children were under 7, 
probably younger than those observed by the M.R.C,, 
and that in the M.R.C. investigation seasonal variation 
may have played a greater part. J. G. Jamieson 


247. Fibrocystic Disease of the Pancreas with Normal 
or Partial Pancreatic Function. Current Views on Patho- 
genesis and Diagnosis 

P. A. pt SANT’AGNESE. Pediatrics [Pediatrics] 15, 683- 
697, June, 1955. 3 figs., 22 refs. 


Clinical, chemical, and pathologic data are presented 
on 9 patients with the generalized disease, “* fibrocystic 
disease of the pancreas’’, but with normal or partial 
pancreatic exocrine function. Pancreatic function was 
evaluated not only by duodenal assay, but by studies of 
intestinal absorption of fat and nitrogen. Pancreatic 
function was entirely normal in 3 patients, partially 
present in 3 others, and in the remaining 3, normal at 
first, but decreasing to low levels at a later date. Patho- 
logic findings in the pancreas at autopsy in 1 case are 
presented and the histologic appearance of a biopsy 
specimen of this organ is described in another. It is 
emphasized that the nutritional symptoms of the disease 
are secondary to pancreatic deficiency and may be absent 
if this gland is functioning normally. No evidence is 
found for a close relation between pancreatic function 
and pulmonary involvement. 

The data reported in this paper strongly support the 
view that partial or even normal pancreatic function 
may occur in “ fibrocystic disease of the pancreas”. 
The’ diagnostic implications are discussed. It is con 
cluded that finding of tryptic activity in normal com 
centration in duodenal juice does not negate the diagnosis. 
Evidence is presented supporting the reliability of the 
“* sweat test’, since it may be positive at a time when 
other findings are not present. In the light of recent 
knowledge, criteria for the diagnosis of “ fibrocystic 
disease of the pancreas’ are restated. The diagnostic 
importance of the demonstration of an abnormality of 
sweat electrolytes in association with the chronic pul 
monary pathology is stressed, especially if pancreatit 
function is normal. The use of the stool trypsin test, 
increased viscosity of duodenal contents, and microscopit 
examination of stool for excess fat as screening tests 8 
discussed. The latter is preferred. In patients having 
the disease without pancreatic deficiency, excess fecal fat 
is not present. Nevertheless if the diagnosis is suspected 
on the basis of the respiratory involvement, a “* sweat 
test ’’ should be done. 

The conclusion is reached that “ fibrocystic disease of 
the pancreas ”’ is not primarily a disease of the pancreas, 
but a generalized condition in which this organ is usually, 


but not necessarily, affected. Varying degrees of involve i 
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ment of the pancreas, lungs, liver, and sweat glands are 
inherent in this disease. Complete and incomplete forms 
of the condition exist. 

The basic nature of the disturbance is discussed. 
There is an accumulating body of evidence that the 
secretory activity of many and perhaps all exocrine glands, 
mucus-producing and others, is affected in this disorder. 
Possible mechanisms of hereditary transmission of the 
basic defect are considered. 

A plea is made for retention of the name “ cystic 
fibrosis of the pancreas’ or “ fibrocystic disease of the 
pancreas ’’ until a better one is proposed, perhaps after 
the etiology and pathogenesis of the disease are further 
darified. The term “ mucoviscidosis’’, implying that 


only mucus-secreting structures are affected, tends to. 


prolong an erroneous concept and introduce another 
improper term to further confuse an already muddled 
field—[Author’s summary. ] 


48. Nephrogenic Diabetes Insipidus in Children. [In 
English] 

A. ELLBorG and H. ForssMAN. Acta paediatrica [Acta 
ong (Uppsala)| 44, 209-218,.May, 1955. 2 figs., 
§ refs. 


In this paper from the University of Gothenburg the 
authors describe a syndrome characterized by thirst and 
polyuria and unresponsive to “ pituitrin” Which was ob- 
served in 8 children, all males. One case was sporadic, 
in 5 cases the patients came from four generations of a 
family showing typical sex-linked inheritance, and in_2 
the patients were brothers. The authors note that in 


the family with 5 cases there were also 3 boys who died © 


in infancy from an obscure cause and who were so 
situated in the family tree that there was “* a 50% chance ” 
of their being affected. The clinical features of the 
cases are described, but no biochemical studies are 
reported. In all cases symptoms started in infancy, and 
the authors emphasize that early recognition of the con- 
dition is essential if serious episodes of dehydration are 
to be prevented. All except one of the patients in this 
ries were mentally retarded, this being attributed to 
cerebral dehydration. The importance is stressed of 
illowing these patients to take unlimited fluids if they 
are to keep well. Margaret D. Baber 


49. Infectious Hepatitis in Infants and Small Children. 
The Clinical ‘and Laboratory Picture, with Special 
Reference to the Nonicteric Form 

R. B. Capps, A. M. Bennett, E. H. Mits, R. H. 
M. E. Drake, and J. SToKes. American 
Journal of Diseases of Children [Amer. J. Dis. Child.] 
%, 701-716, June, 1955. 7 figs., bibliography. e 


Writing from the University of Pennsylvania and the 
Children’s Hospital, Philadelphia, the authors make a 
strong case, based mainly on the circumstantial evidence 
of abnormal liver function test results, for the occurrence 
ofa non-icteric type of acute infective hepatitis which 
affected a group of 36 children under 3 years of age over 
#2l-month period at an orphanage where it had been 
loted that new student nurses frequently developed 
infective hepatitis. In only one child was jaundice 


-and piperazine. 
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present, but in 2 cases the virus was successfully trans- 
ferred from the patients to adult volunteers by oral 
administration of stool preparations; in the 33 remaining 
cases the diagnosis was based on the results of liver 
function tests. Nine standard serum tests and three 
standard urine tests were carried out on each child over 
a period of months, and the results compared with 
normal standards established by the performance of 
these tests on the children when they were admitted and 
apparently in normal health. Control investigations of 
the effect of febrile reactions and combined diphtheria— 
whooping cough-tetanus inoculation on liver function 
tests were also carried out, but no changes comparable 
to those in the affected children were found. 

The clinical features were non-specific and included, 
among others, loose stools, fever, and failure to gain 
weight. Enlargement of the liver was noted in all but 
3 cases and varied in extent and duration. The illness 
itself, as evidenced by the laboratory findings, lasted 
longer than in adults; in over half the cases the findings 
were still abnormal at 3 months, and in about one-fifth 
at 6 months. Six individual case histories are given, 
one of these being that of a control case included to 
show that an infection like otitis media does not by itself 
cause these abnormal changes in liver function. 

[The clinical features certainly contain little to suggest 
a primary ~hépatic infection, but much to suggest a 
secondary liver involvement. In view of the successful 
transmission of the virus, however, from two of the 
children without jaundice the observations made in this 
study must be regarded as a stimulus for further work 
on the subject.] David Morris 


250. The Treatment of Enterobiasis with Crystalline 
Oxytetracycline 

E. H. LOUGHLIN and W. G. MULLIN. Antibiotic Medi- 
cine (Antibiot. Med.]| 1, 145-150, March, 1955. 13 refs. 


In an article entitled “‘ This Wormy World” (Para- 
sitology, 1947, 33, 1) Stoll estimated that some 209 
million persons were infected with enterobiasis. In the 
present paper from Flower and Fifth Avenue Hospitals, 
New York, the authors describe the symptoms and 
geographical distribution of pinworm (threadworm) 
infestation and lay down detailed criteria for the deter- 
mination of cure andof reinfection. A total of 92 patients, 
ranging in age from 7 months to 63 years, were treated 
as oOut-patients with crystalline oxytetracycline, which 
was given twice daily by mouth for a single period of 
7 days in the following doses: those under 5 years of 
age, 1 g. daily; 5 to 10 years of age, 1-5 g. daily; over 
10 years of age, 2 g. daily. 

In 88 of the 92 cases the examination one day after 
treatment and then at 7-day intervals of smears on 
adhesive tape taken from the anal and peri-anal skin 
folds for ova of Enterobius vermicularis was negative 
for 35 days after treatment. In 4 patients positive 
smears were obtained between 28 and 35 days and these 
were considered to be cases of failure or relapse. The 
authors suggest that the most effective method of treat- 
ment may be a combination of crystalline oxytetracycline 
Winston Turner 
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Medical Genetics 


251. The Genetics of Epilepsy. [In English] 

O. P. KimpBaALL and A. H. HERsH. Acta geneticae 
medicae et Gemellologiae [Acta Genet. med. (Roma)] 
4, 131-142, May, 1955. 22 refs. 


The incidence of epilepsy in 520 sibships containing at 
least one epileptic child was studied, the index cases 
being selected from over 4,000 cases of convulsive dis- 
order studied at school clinics in Cleveland, Ohio, and 
Detroit, and representing those in which there was no 
history of trauma or infection and in which the clinical 
findings and family history were “* reasonably complete ”’. 
In 222 of the sibships both parents were normal, 274 out 
of the 772 children being epileptic. In 294 of the sibships 
one of the parents was also affected, 399 out of the 1,070 
children being epileptic. And in 4 sibships both parents 
were affected; one of-these contained 16 children, all 
being epileptic, but in another only one out of 2 and 
in a third 2 out of 6 children were affected [no informa- 
tion being given concerning the fourth]. 

It is concluded from the study of these sibships that 
inheritance of the condition is determined by a dominant 
gene with a rate of manifestation of about 65%. The 
gene frequency i is thought to be about 0-0025. 

Hi. Harris 


252. The Familial Distribution of Congenital Tritanopia. 
With Some Remarks on Some Similar Conditions 

H. Katmus. Annals of Human Genetics [Ann. hum. 
Genet.] 20, 39-56, Aug., 1955. 9 figs., 26 refs. 


253. Two Different Mutations of the X-Chromosome 
Causing Diabetes Insipidus 

H. ForssMAN. American Journal of Human Genetics 
[Amer. J. hum. Cue] 7, 21-27, March, 1955. 4 figs., 
38 refs. 


The author has previously described (Acta med. Scand., 


reacted typically, indicating susceptibility. In the third 
family 4 of the 9 affected males were similarly tested, 
but none responded to the hormone. It is concluded 
that there are two different sex-linked genes for diabetes 
insipidus, and the author suggests that the type unrespon- 
sive to antidiuretic hormone is the more severe. 

The literature of this condition suggests that relatively 
more males than females are affected. However, it is 
shown that this sex difference would be accounted for by 
the contribution from the families in which the inheritance 
is determined by the sex-linked gene. Examination of 
236 cases drawn from 18 families with firm evidence of 
father-to-son transmission showed that the proportion of 
males was 52% after allowance for the method of 
ascertainment, which is less than one standard error 
(3-54%) from the expected proportion of 50°% males. 

One interesting feature of the first two families is the 


fact that while some of the heterozygous female carriers 


1945, Suppl. 159) three Swedish families in which dia- 


betes insipidus was inherited by way of a sex-linked 
recessive gene in contrast to the more commonly reported 
inheritance due to dominant autosomal genes. The 
present paper from the University of Gothenburg reports 
the present state of the author’s research into the sex- 
linked condition in Sweden. 

One remarkable pedigree is given which goes back to 
a woman born in 1712; the probable course of the 
disease is traced through eight generations without any 
evidence of transmission from affected fathers to their 
sons, and is thus compatible with transmission by a 
recessive gene linked to the X chromosome. A second 
family, which may be related to the first, shows similar 
transmission of the gene through four generations, while 
a third family gives a similar pattern through five genera- 
tions. Of the 26 affected males in the first two families, 
16 were personally examined by the author and 11 of 
them tested with antidiuretic hormone, to which all 11 
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were quite unaffected, others showed slight symptoms, 
such as inability to concentrate urine after being deprived 
of liquids; also, during the last four months of pregnancy 
several of these females developed the full syndrome, 
which, however, disappeared within a few days of 
delivery. ‘ E. A. Cheeseman 


254. Hereditary Coproporphyria 
H. BerGcer and A. GoLpBERG. British Medical Journal 
[Brit. med. J.] 2, 85-88, July 9, 1955. 4 figs., 12 refs. 


In this paper from Jennerspital, Berne, Switzerland, 
and University College Hospital, London, the authors 
describe a completely symptomless condition charac- 
terized by high urinary and faecal excretion of copro- 
porphyrin in a boy, both his parents (who were first 
cousins), and a paternal aunt. The boy was admitted 
to hospital at the age of 8 years for treatment of a 
deficiency syndrome. Examination of the urine revealed 
an excessive content of porphyrins although the rickets 
and riboflavin deficiency had been successfully treated. 
Urinary excretion of coproporphyrin was normal in two 
sibs of each parent and in the surviving brother of the 
patient. Urinary and faecal excretion of coproporphyrin 
III was increased in the parents and aunt and markedly 
so in the patient; uroporphyrin was not present. 
Paper chromatography revealed that amino-acid. excre 
tion in the urine of the patient and the parents was normal 
except for a large excess of glycine. The urinary calcium 
concentration in the patient and his parents was high. 

The authors suggest that the condition is clinically and 
biochemically distinct from congenital porphyria, acute 
porphyria, and porphyria cutanea tarda. The evidence 
indicated that the genetic pattern was heterozygous in the 
parents and aunt, and: homozygous in the child. The 
possible significance of the associated riboflavin defi 
ciency in the patient and the mechanism of excessive 
porphyrin production are discussed. R. H. Cawley ~ 
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Public Health 


255. The Aetiological Significance of Differing Patterns 
in the Age Incidence of Cancer Mortality . 

D. MetcaLr. Medical Journal of Australia [Med. J. 
Aust.) 1, 874-878, June 11, 1955. 18 figs., 5 refs. 


Data from official Australian sources for the year 1952 
have been examined by the author to determine whether 
the linear relationship between the logarithm of the age 
and the logarithm of the incidence of death frem cancer 
which has been demonstrated in certain other countries 
also holds for Australia. The analysis was confined to 
the age group 40—84, the number of deaths from cancer 
outside these limits being small. The results closely 
parallel those recorded for England and Wales, a linear 
relationship being found for both men and women for 
all forms of cancer and cancer of the stomach, colon, 
and rectum, and for men for cancer of the prostate, 
mouth and pharynx, and pancreas. The gradient is of 
the order of 5 or 6 to 1, save for cancer of the prostate, 
for which it is steeper. For cancer of certain other 
sites—the breast, cervix uteri, and ovary in women and 
the lung in males—the simple relationship does not hold, 
the slope flattening or even inverting after middle age. 

The significance of the relationship demonstrated can- 
not at present be fully understood, but the interpretation 
which fits in most closely with data on experimental 
carcinogenesis in animals is that the development of 
cancer depends on a sequential series of changes, the 
occurrence of each depending on the occurrence of the 
preceding changes. On this hypothesis the flattening of 
the curve for cancer of the ovary would be accounted 
for if the diminution of reproductive activity which 
occurs about the age of 50 were responsibie for the 
cessation of the penultimate changes; similarly, the 
shape of the curve for cancer of the lung could be 
accounted for by postulating that each cohort has been 
exposed to a different extent to the responsible carcino- 
gens. Richard Doll 


256. Marriage Fertility and Cancer Mortality of the 
Specifically Female Organs: Mammary Carcinoma 

J; J. Verstuys. British Journal of Cancer [Brit. J. 
Cancer] 9, 239-245, June, 1955. 


The death rate from cancer of the breast in Holland 
during the period 1946-50 was higher above the age 
of 50 among single women than among married women. 
When the data for each of the 11 provinces were studied 
separately the mortality among single women was found 
to vary significantly from the average in only one pro- 
vince, whereas there was a marked variation between the 
Provinces in the mortality among married women. 
Death rates from cancer of the breast, standardized for 
age, for married women between 45 and 79 years old 
were calculated for each province and were compared 
with the provincial fertility rates (the number of children 


old) 30 years previously, the comparison suggesting that 
the rates were negatively correlated. The inverse 
relationship could also be demonstrated by comparing - 
the experience in the Roman Catholic population, in 
which birth frequency is above the average, with that in 
members of the Dutch Reformed Church, among whom 
birth frequency is below the average, and in municipalities 
with high and low birth rates. The numerical data 
suggest that a unit decrease in the fertility rate would be 
accompanied by an increase of 10 in the number of cases 
of mammary cancer among married women aged 45 to 
79 years in Holland. On this basis a fertility rate of 
zero would result in the mortality from mammary cancer 
among married women being slightly higher than that 
actually recorded among single women. Whether the 
apparent prophylactic effect of pregnancy or lactation 
in the individual woman increases with the number of 
pregnancies is a problem for further study; the present 
data could be accounted for if the effect was produced 
wholly by the first full-term pregnancy. 

Some of the increase observed in the mortality from 
cancer of the breast in Holland over the last 20 years 
may be explained by the decrease in national fertility, 
and it is suggested that in comparisons between the 
mortality from this cause in different countries allowance 
should be made for differences in fertility, as also in . 
genetic studies—for a high familial incidence of breast | 
cancer may result from a familial pattern of low fertility. 

Richard Doll 


257. Age-specific Mortality in Selected Western 
European Countries with Particular Emphasis on the 
Nineteenth Century. Observations and Implications 

O. W. ANDERSON. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 29, 239-254, May-June, 1955. 9 figs., 
bibliography. 


In the author’s view, modern thought lays too much 
stress on the reduction in mortality at the younger ages 
which has occurred in Western Europe and many 
American cities during the present century, and fails to 
take into account the great improvements in mortality — 
at adult and middle ages which occurred during the 
latter half. of the 19th century. This arises from the 
widespread practice (which, although statistically con- 
venient, presents a distorted picture) of using the begin- 
ning of the current century as a base-line in calculating 
the amount of decline in mortality in the different age 
groups. “It appears,” he says, “that no detailed 
attention has been paid’’ to age-specific analyses of 
mortality rates during the 19th century. 

The percentage improvement in age-group mortalities 
during the second half of the last century is contrasted 
diagrammatically with that in the first half of the present 
century for three countries—Sweden, France, and 
England and Wales—and from these the conclusion is 
reached that “‘ medicine as such had little or nothing 
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to do with mortality improvements during the Nineteenth 
Century, because the upper age-groups which showed 
marked improvements benefit relatively little from medical 
developments even now ”’. 

[To the abstracter all this seems very strange. Even 
the author’s diagrams show that the improvement in 
’ mortality in the older age groups in the period 1850 to 
1900 of which he speaks was restricted to Sweden. 
Both in France and England and Wales there was a 
relatively greater improvement in the age groups from 
5 to 30 than at higher ages; indeed, for England and 
Wales and for males in France, the death rates at ages 
45 and over increased over the period as a whole, while 
those in the range 5 to 34 years declined 40 to 50%. 
Neither is it true that age-specific analyses of 19th-century 
mortality have had “no detailed attention”. As long 
ago as 1924 Greenwood (J. roy. statist. Soc., 87,493) dis- 
cussed the differences between the experiences of Sweden 
and England and Wales in far greater detail than the 
author has attempted here. In 1930 the abstracter (J. 
Hyg. (Lond.), 30, 121), in a study of age-specific imortality 
rates in England and Wales in decennial periods from 
1851-60 to 1901-10, showed that there was relatively 
little improvement in the older age groups until 1901-10 
and commented that “ the population in the age groups 
45-55 in 1891-00 was aged 25-35 when the first Public 
Health Act (1875) was passed. They had lived at least 
25 years of their lives under the bad environmental 
conditions prevailing at that date”. Kermack (Lancet, 
1934, 1, 698) presented this idea more concretely—by 
what has now become known as the “ cohort ”’ system 
of analysis—in a comparison of the age-specific death 
rates for England and Wales, Sweden, and Scotland 
over the period 1845 to 1925, while Springett (Lancet, 
1952, 1, 521 and 575; Abstracts of World Medicine, 
1952, 12, 182) developed the method still further in his 
cohort analysis of death rates from tuberculosis in 
various countries from 1850 onwards. This short list 
alone confutes the author’s contention that age-specific 
mortality in the 19th century has been neglected.] 

E. Lewis-Faning 


258. Risk of Paralytic and Nonparalytic Forms of Polio- 
myelitis to Household Contacts in Nonepidemic Years 
M. SreGeL, M. GREENBERG, and P. Stone. New England 
Journal of Medicine [New Engl. J. Med.] 252, 752-756, 
May 5, 1955. 2 figs., 18 refs. 


The authors set out to determine, for the non-epidemic 
years 1950 to 1953 inclusive in New York City, the 
probability of multiple cases of poliomyelitis occurring 
in household contacts of an “ initial’? case. Clear 
evidence of a primary case with subsequent further 
infection in the household was required: thus, if 2 cases 
developed simultaneously they were not included in the 
figures analysed. A total of 3,117 cases in 3,028 house- 
holds were reported during the period under review, 
167 of these being in 80 households. 

On the whole there tended to be proportionately more 
instances of nori-paralytic poliomyelitis among multiple 
cases than among initial cases, but the difference was not 
' statistically significant. If the initial case was of the 


non-paralytic form of the disease about three-quarters 
of subsequent cases were non-paralytic, and if the initial 
case was paralytic then about three-quarters of sub- 
sequent cases were also paralytic, these tendencies being 
most striking among household contacts under 15 years 
of age. The authors also found that the attack rate of 
paralytic infection was about 70 times greater and of 
non-paralytic 100 times greater among household con- 
tacts than among the general population, these differences 
being more marked in the non-epidemic years than in 
the epidemic year 1949. E. H. Johnson 


259. Isomorbidity, Synchronism, Sporadicity, and Focal 
Development in Epidemic Poliomyelitis. (Isomorbiditeit, 
synchronisme, sporadiciteit en haardvorming bij epi- 
demische toeneming van poliomyelitis) 

J. J. VAN LoGHEM. WNederlandsch tijdschrift voor genees- 
kunde [Ned. T. Geneesk.] 99, 1554-1567, May 28, 1955, 
4 figs., 7 refs. 


In an epidemiological study of the 1952 epidemic of 
poliomyelitis in the Netherlands and adjacent parts of 
Germany and Belgium (a total population of about 
16,000,000) the official Dutch, German, and Belgian 
figures of notifications between April and September in 
a number of administrative areas of comparatively small 
size were compared. A widespread and relatively uni- 
form distribution of cases (isomorbidity) and a high 
degree of correspondence in time of the first appearance 
of the disease and the subsequent course of the epidemic 
in the various areas (synchronism) were revealed. Spora- 
dicity was thus a characteristic of the epidemic, and focal 
spread of infection was seldom observed and generally 
of very limited extent. The similarity of this epidemic 
in these respects to the epidemic increase of commensal 
infections as a result of some change in external con- 
ditions, such as the increase in respiratory infections in 
winter with the fall in temperature and in tuberculosis in 


wartime with malnutrition, leads the author to conclude. 


that it too was a commensal epidemic, due to some as 
yet unknown factor affecting the symbiotic equilibrium 
between man and the poliomyelitis virus circulating in 
the community, and not due to the introduction of 
infection from outside. R. Crawford 


260. Lymphocytic Meningo-encephalitis in the Man- 
chester Area 

J. O. Topix. Lancet [Lancet] 1, 1267-1269, June 18, 
1955. 1 fig., 15 refs. 


In the two-year period 1951-52 blood samples from 
291 patients in the Manchester area with lymphocytic 
meningoencephalitis were examined to determine the 
virus aetiology of this syndrome. The clinical diagnoses 
included non-paralytic poliomyelitis, lymphocytic or 
serous meningitis, meningoencephalitis, encephalitis, or 
choriomeningitis. The number of cases found to be 
due to a specific virus was small. In 24 cases lympho- 
cytic choriomeningitis virus was responsible (20 of the 
patients being over 15 years of age). Mumps virus was 
the causative organism in only 6 out of 273 cases; the 
author suggests that this low figure may be due to the 
fact that blood samples were received only from patients 
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without parotitis or patients in whom parotitis developed 
after the onset of the neurological disorder. In 3 out of 
124 cases the virus of herpes simplex was identified. 
No evidence of infection with the encephalomyocarditis 
group of viruses’ was found in 41 cases tested. Cox- 
sackie-C virus was isolated from the faeces in 4 out of 
62 cases, in one of which there was a significant rise in 
antibody titre against the homologous strain of virus. 
The author states that although poliomyelitis infection 
was prevalent in the area at the time, only 58 cases of the 
paralytic disease were reported from south-east Lanca- 
shire in the entire period. Further, the exact relationship 
of the poliomyelitis viruses to the syndrome of lympho- 
cytic meningoencephalitis remains to be determined, 
and until this syndrome is made notifiable its epidemio- 
logy will necessarily be incompletely understood. 

[While the author was only concerned with the virus 
aetiology of this syndrome, the inclusion of tests for 
leptospiral infection, which is a well-recognized cause, 
would have made this survey more complete.] 

' J. E. M. Whitehead 


261. Q Fever in Slaughter-house 
muxopanka 6oeHcKHx pa6bounx) 
Epidemiological Details of an Outbreak of Q Fever in a 
Carpet and Plush Factory. (Matrepuanbi kK 
Ky-nuxopagKu 
Ha KOMOMHATE) 

§. M. KuLaain, R. I. ZusKova, and K. V. GOLuB- 
cHikovA. JXypHan Muxpoduonoeuu, Dnudemuonoeuu 
u AmmyxHoduonoeuu [Zh. Mikrobiol.] 10-13 and 13-18, 
No. 6, June, 1955. 15 refs. 


The first of these two papers from the Gamaleya 
Institute of Epidemiology and Microbiology, Moscow, 
gives an account of serological investigations carried 
out in 1954 by means of the complement-fixation and 


Workers. (Ky- 


agglutination reactions in an outbreak of Q fever among 


222 slaughter-house workers and 251 sausage makers 
in a town referred to as ‘‘M”’ [presumably Moscow]. 
Among the former group 10-4% and in the latter 
group 2:4% of the sera gave positive results. It is 
thought that infection in the first group of workers took 
place by inhalation, while the sausage makers, who mainly 
handled frozen or refrigerated meat, presumably con- 
tracted the infection by direct contact or by the ali- 
mentary route. The complement-fixation reaction was 
positive in all of the 29 cases of the disease detected, 
titres ranging from 1 in 5 to 1 in 80,-and agglutinins 
were present in 9 of these cases in serum dilutions of 
lin 8 to 1 in 32. The health records of the workers 
showed a high incidence of “ influenza” or upper re- 
spiratory tract infection causing 10 to 12 days’ absence 
from work. 

The second paper gives details of an outbreak of Q 
fever in a carpet factory in the southern part of the 
U.S.S.R: near the Caucasus which affected 13 work- 
People, all of whom carried out operations involving the 
unavoidable production of a considerable amount of 
dust from wool; this suggested infection by inhalation. 
All cases occurred within a period of 7 weeks during 


March to May, 1954, 10 of the cases arising during the 


G 


first 3 weeks of this period. This fact, taken together 
with the known incubation period of 1 to 4 weeks, - 
pointed to the source of infection being in wool entering 
the factory on or about February 1. Of seven types of 
wool employed in the manufacture of carpets, one parti- 
cular type had been used from February 1 until March 12, 
the other 6 types having been in use continuously before, 
during, and after these dates. The suspected type of 
wool came from a district in Central Asia where the 
presence of Q fever had been established beyond any 
doubt during the previous 2 years. No further cases 
occurred after a thorough disinfection of the premises 
and machines. 

Complement-fixation and agglutination tests were 
carried out on the serum of 177 (25%) of the workers 
handling the wool and gave a positive result in 19 cases 
(10-8%), of which 10 were positive by both methods, 
3 showed the agglutination reaction only, and 6 the 
complement-fixation reaction only; the titres in the 
former reaction ranged from 1 in 8 to 1 in 128, and in 
the latter from 1 in 4 to 1 in 32. 

[The findings reported in the second paper are of 
considerable interest, since the wool used was processed 
and degreased and the persistence of Rickettsia burneti 
in processed, as distinct from raw, wool has not been 
suspected hitherto.] K. Zinnemann 


262. Epidemic of Infectious Hepatitis. Some Notes on 
Delineation of High-risk Groups and Protection of Exposed 
Susceptibles by Gamma Globulin 

J. A. BARONDEsS, M. E. Drake, W. J. BASHE, J. STOKES, 
H. U. Kina, J. J. McCroan, and W. J. Murpny. 
Archives of Internal Medicine [Arch. intern. Med.] 95, 
633-645, May, 1955. 3 figs., bibliography. 


The authors present, from the University of Penn- 
sylvania School of Medicine, the epidemiological findings 
in a well-studied outbreak of infective hepatitis which 
occurred in a mixed farming and urban community in 
north-west Georgia. The epidemic lasted for about 15 
months and involved 335 individuals: in 260 families. 
The median incubation period was 28 days, and the 
attack rate for the general population was 12-8 per 1,000, 
being highest among those aged less than 20 years, and 
greater among females than males in this age group. 
The secondary attack rate for those exposed in the home 
was 26 per 1,000. Gamma globulin, prepared from 
normal adult serum, was used prophylactically in doses of 
0-01 ml. per lb. (0-022 ml. per kg.) body weight Seven 
cases of the disease occurred among the 659 persons 
inoculated, 5 of which developed before the seventh day 
after inoculation. The attack rate among the inoculated 
was 10-6 per 1,000 and thus differed little from the over- 
all attack rate of 12-8 per 1,000. However, among the 
287 persons who had been exposed in the home before 
prophylactic inoculation was begun there were no cases 
of hepatitis, whereas from the observed secondary attack 
rate 8 cases might have been expected to develop. 

[The authors do not state for how long they observed 
the inoculated persons for the possible appearance of 
clinical or subclinical hepatitis after inoculation.] 

ioe J. E. M. Whitehead 
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Forensic Medicine and Toxicology 


263. Interpretation of Injuries in the Comet Aircraft 
Disasters. An Experimental Approach 

J. A. ARMSTRONG, D. I. Fryer, W. K. STEWART, and 
H. E. WurrrincHam. Lancet [Lancet] 1, 1135-1144, 
June 4, 1955. 12 figs., 47 refs. 


The ill-fated Comet air-liner that took off for London 
from Rome one morning in January, 1954, only to dis- 
integrate in the air over Elba provided perplexing 
problems not only in aeronautics, but also in traumatic 
pathology. Within 3 months an apparently identical 
disaster involved a second Comet en route for Cairo, 
and the possibility that necropsy findings might help to 
elucidate the cause made a most detailed analysis of 
the injuries sustained by the persons whose bodies were 
recovered highly important to both aeronautical and 
medico-legal experts. The authors of this paper describe 
those injuries and attempt to relate them to the probable 
nature—and sequence—of the traumatic events which 
caused them. In all, 21 bodies were recovered from the 
sea, 15 from the first and 6 from the second aircraft, 
and necropsy was performed, in Italy or in England, 
on 19 of them. All had, it was clear, been subjected to 
some violent disruptive force, for all but 7 had had the 
clothing stripped by explosive action, and even in 
those with little external mark of injury grave internal 
lesions of the kind associated with blast-decompression 
were found. . 

The principal findings at necropsy were of two types. 
(1) Classic blast-type lesions were found which followed 
the accepted pattern of violent disruptive depressuriza- 
tion effects (as seen best, perhaps, in injuries from under- 
water explosions), together with major injuries that gave 
clear evidence of the victims having been flung alive, if 
mercifully already unconscious, around the interior of 
the fuselage—fractured skulls and other skeletal injuries, 
with commencing fat embolism, and disintegrating lung 
injuries with deep bruising, pulping, or areas of balloon- 
ing and multiple interstitial haemorrhages were a constant 
feature. [Curiously, the authors, in spite of the latter 
findings, appear to prefer impact with the sea as the 
cause of the loss of clothing and the disruptive body 
lesions, though there is equally good evidence of the 
violence ensuing from the escape of air upon sudden 
decompression at high altitudes.] (2) An altogether new 
observation was a curious non-vitalized skin pattern 
which affected clothed areas in victims of the first disaster 
and uncovered areas in those of the second. These 
lesions looked rather like those resulting from actinic 
trauma, but plainly had no relationship with those due 
to fire or chemical blast. The authors attribute the 
former to scalding by a surface layer of sea water heated 
by burning kerosene, experiments having shown similar 
lesions, without singeing or charring of the clothes or 
hair, to result when the bodies of recently killed guinea- 
pigs “ clothed”’ with bands of various materials over 
depilated areas of skin were allowed to float in a water 
tank on the surface of which was a film of burning 
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kerosene. They attribute the changes in the skin of the 
victims of the second disaster to post-mortem sunburning 
—the Meirowsky phenomenon. 

[This detailed and critical analysis is full of interest to 
those studying problems in traumatic pathology. It 
once more reminds the forensic pathologist how slender 
are the criteria whereby injuries sustained in life may be 
distinguished from those sustained “at or about the 
time of death”. Reference to the experimental findings 
of aerodynamicists and physiologists adds greatly to the 
force of the views expounded and opens up a number of 
fields for further investigation.] Keith Simpson 


264. Lesions Found in the Bodies of Persons on Board 
the Comet in the Air Disaster South of the Isle of Elba. 
(Le lesioni corporee riscontrate sulle persone a bordo del 
Comet nell’incidente aereo a sud dell’Isola d’Elba) 

A. ForNaARI. Rivista di medicina aeronautica Riv. Med. 
a 18, 251-308, April-June, 1955. 36 figs., 
14 refs. 


265. The Treatment of Soap Poisoning, Resulting from 
Criminal Abortion, with Massive Blood Transfusions 
(Exchange Transfusion). (Zur Therapie der Seifenintoxi- 
kation beim kriminellen Abort mit grossen Bluttrans- 
fusionen (Austauschtransfusionen) 
K. ZIMMER. Medizinische [Medizinische] No. 35, 1179- 
1181, Aug. 27, 1955. 3 figs., 13 refs. 


On the basis of the figures for cases of abortion seen 
at the University Gynaecological Clinic, Frankfurt am 
Main, the author draws attention to the increase in the 
number of abortions in the post-war period, in only 
8 to 10% of which could a criminal element be excluded. 


The characteristic abortifacient used in these cases was J 


soap solution. — 

At this clinic the most prominent place in therapy in 
such cases of soap poisoning is given to treatment of the 
haemolysis, with renal blockade and resulting uraemia, 
rather than to the management of the abortion itself. 
Treatment is generally begun with a massive venesection 
followed by a large blood transfusion to counteract 
the hypoxaemia. In most cases it is also advantageous 
to accompany the venesection with an intravenous it- 
fusion of sodium bicarbonate and high doses of ascorbic 
acid to arrest the effects of the soap on the blood. If 
there are signs of incipient uraemia the patient is given 
a daily exchange transfusion equivalent in amount to 
twice the blood volume, as advocated by Eyquem. 
Two illustrative case reports are presented. In the first 
12 litres of blood were exchanged and the patient 
recovered. In the second 29 litres were exchanged, but 
in spite of this the patient died. 

The author concludes that except in the most severe 
cases of soap intoxication, in which there is complete 
degeneration of the kidneys, the patient’s life can be 
saved. Norval Taylor 
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Anaesthetics 


266. The Potentiation of Barbiturate Anaesthesia by 
Dinitro-o-cresol 

E. F. Epson and F. M. Carey. British Medical Journal 
(Brit. med, J.) 2, 104-106, July 9, 1955. 7 refs. 


It has been found that in vitro the effect of barbiturates 
on tissue culture is similar to that of dinitrophenol. 
Dinitro-o-cresol (DNC), which has a toxic action almost 
indistinguishable from that of dinitrophenol, is widely 
used in agriculture as a herbicide and is known to be an 
occupational hazard to farm workers. The possibility 
that such individuals, already partly intoxicated by DNC, 
might at some time require medication with barbiturates 
prompted the present investigation. 

Experiments were carried out on rats previously given 
a 1% solution of the sodium salt of DNC intraperi- 
toneally. (To ensure the adequacy of this “‘ poisoning ”’, 
acontrol group similarly treated but not given barbi- 
turate subsequently was observed; the mortality in this 
control group was 29%.) Different groups of animals 
each received one of 6 common barbiturates, including 
the two thiobarbiturates used for general anaesthesia. 

Details of the dosages employed, mortality, and. 
survival times are given in a table, but the general results 
may be summarized as follows. The action of all the 
barbiturates except hexobarbitone was potentiated by 
previous severe DNC intoxication, and deeply-anaes- 
thetizing doses of the thiobarbiturates were lethal, There 
was no potentiation, however, when the dosage of DNC 
was not high enough to cause the characteristic signs of 
poisoning. 

It is urged that in subjects known to be suffering 
from DNC poisoning general anaesthesia should not be 
if sedation is required 
very conservative doses of the other barbiturates should 
be given. - Donald V. Bateman 


267. The Investigation of Cerebral Blood Flow during 
Anaesthesia with Hypotension Induced by the Use of 
Hexamethonium Bromide and Posture 

G. HuGues. British Journal of Anaesthesia [Brit. J. 
Anaesth.| 27, 229-243, May, 1955. 45 refs. 


This paper from the University of Liverpool describes 
the results of investigations into the effect of induced 
hypotension on the cerebral circulation. In a first group 
of 7 cases the cerebral blood flow was measured by Kety 
and Schmidt’s nitrous oxide method during thiopentone 
anaesthesia before, and again 20 minutes after, the 
induction of hypotension with hexamethonium. In a 
further 16 cases the cerebral arterio-venous oxygen dif- 
ference was measured by Exton’s method during anaes- 
thesia with thiopentone (or ethyl chloride in one case), 
nitrous oxide, and pethidine, ether, or trichlorethylene, 
and again after the induction of hypotension in 11 of 
these cases. 

In the first series the average cerebral blood flow was 
48-3 ml. per 100 g. of brain per minute in the anaes- 


83 


thetized patient with a normal blood pressure, and 
33-5 ml. per 100 g. of brain per minute after induction 
of hypotension, the individual readings having ranges . 
of 42:3 ml. and 23-3 ml. respectively. The average 
arterio-venous oxygen difference in 4 of these cases 
was 4-0 volumes % with a normal blood pressure, and 
5-7 volumes % during hypotension (average systolic 
pressure 75 mm. Hg). The oxygen consumption of the 
brain, as calculated from these data, remained unchanged 
throughout. The cerebral vascular resistance was also 
estimated in 4 cases and was decreased in each during © 
hypotension. In the second series the average arterio- 
venous oxygen difference was 3-5 volumes % when the 
blood pressure was normal (16 cases), and 4:2 volumes °% 
during hypotension (11 cases). This difference is not 
statistically significant. 

The author discusses his findings in the light of other 
work on the subject and suggests that, in younger patients, 
the reduction in cerebral vascular resistance is sufficient 
for an adequate cerebral blood flow and oxygen con- 
sumption to be maintained provided the systolic blood 
pressure does not fall below 55 mm. Hg. This con- 
clusion may not necessarily apply to the older patient. 

Raymond Vale 


268. Testing Apparatus for Intermittent Positive- 
pressure Respiration. Influence of Inspiratory Pressure 
Wave-form 

J. M. K. SPALDING and S. A. YounG. Lancet [Lancet] 
2, 227-230, July 30, 1955. 5 figs., 21 refs. 


Mechanical devices of widely different characteristics 
have been usefully introduced to provide intermittent 
positive pressure (I.P.P.) for artificial respiration in cases 
of respiratory paralysis. The clinical testing of these 
machines may be difficult (and in the case of very ill 
patients unjustifiable) and the impressions received 
from such tests may be unreliable. It is known that at 
least one apparatus of this type was incapable of pro- 
viding the minimum ventilation required, but was widely 
distributed before this was discovered. 

Writing from the Radcliffe Infirmary, Oxford, the 
authors suggest that laboratory testing would obviate 
this potential danger, and describe a simple apparatus 
for this purpose which is based’ on the fact that the tidal 
volume of a paralysed patient receiving artificial respira- 
tion by I.P.P. varies directly with the inspiratory pres- 
sure, but not with the duration of inspiration—for 
example, for a given peak pressure, the tidal volume at 
2 seconds is less than double the volume at 1 second. 
The behaviour of a patient’s lungs can be reproduced in 
a model jung consisting of a spring-loaded piston con- 
nected through a constriction leading tu a closed rigid 
vessel. By means of this apparatus it was shown that 
different I.P.P. pumps produced, for the same peak 
pressure, different relations between tidal volume and 
time. For a given peak pressure the gradient between 
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pressures in the trachea and alveoli is greatest at the 
beginning of inspiration. Hence a square wave-form, 
which provides maximal tracheal pressure at the onset 
of inspiration, yields a bigger tidal volume than one which 
reaches its maximum only at the end of inspiration. 
Thus, the duration of inspiration with the latter wave- 
form is more than twice as long for 500 ml. of tidal 
volume as the former. 

Artificial respiration by I.P.P. imposes a strain on the 
circulatory system owing to a reduction in the pressure 
gradient between peripheral veins and the right auricle. 
This strain may be minimized by making (1) the duration 
of expiration as long as possible, and (2) the mean pres- 
sure in the face-mask or tracheal tube as low as possible. 
A clinical trial on 10 paralysed patients with a pump of 
the type described, or a similar gravity-operated pump, 
showed that a square wave-form pressure was clinically 
satisfactory and comfortable for the patient. The dura- 
tion of inspiration ranged from 0-85 to 1-10 second at 
respiratory rates of 13 to 22 per minute. 

Bernard J. Freedman 


269. An Interim Report on Experiments on Hypo- 
thermia in Cardiac Surgery. (Résultats actuels de nos 
expériences concernant I’hypothermie en _ chirurgie 
cardiaque) 

C. D’ALLAINES. Press médicale [Presse méd.] 63, 843- 
846, June 1, 1955. 4 figs., 9 refs. 


The author describes experiments carried out by him- 
self and a number of colleagues at the Hépital Brous- 
sais, Paris, on 76 dogs under hypothermia, in 43 of 
which a chamber of the heart was opened, while in 30 
the venous return to the heart was occluded by clamps; 
3 of the animals died from anaesthetic causes. In 12 
_ cases Laborit’s method of artificial hibernation was 
employed, but in the remainder premedication was given 
with * dolosal ’’ (50 mg.) either intramuscularly one hour 
before operation, or intravenously 20 minutes previously, 
and 1 ml. [?=25 mg.] of phenergan, and anaesthesia was 
induced with intravenous thiopentone in a dose of 15 
to 30 mg. per kg. body weight. Intubation was per- 
formed and cooling started ‘only after spontaneous 
respiratory rhythm had been restored. Maintenance was 
with repeated small doses (20 to 50 mg.) of thiopentone, 
or in a few cases ether. The temperature having been 
reduced to 31° to 17° C. (87-8° to 72-6° F.) an incision 
was made over the 4th or Sth rib on one or other side, 
tapes were passed round the two venae cavae, and the 
azygos vein tied. On pulling on the tapes, the heart 
became empty after about 10 beats, the blood in the 
coronary sinus being easily aspirated. In cases in 
which cardiotomy had been performed the veins were 
released after closing the heart, and after the parietes 
had been closed rewarming was begun. The following 
methods of cooling were attempted. (1) Laborit’s 
method of'hibernation; this, however, produced fibril- 
lation in 5 out of 12 dogs and was abandoned. (2) The 
use of a cooling blanket; in 15 out of 26 dogs fibrillation 
occurred, and’ the procedure was also rather slow. 
(3) By means of an iced water bath, with assisted respira- 
tion in order to avoid hypercapnia; this method seemed 


to be the most rapid. (4) Cooling of the circulating 
blood was tried on 6 occasions, but the method entails 
the sacrifice of an artery and vein and the author found 
that regular and rapid cooling without shivering could 
not be obtained. (5) Cerebral cooling, in which blood 
withdrawn from a carotid artery is re-injected after 
cooling; this method produced cerebral haemorrhage 
or ischaemia in 4 out of the 8 dogs on which it was tried, 
The advantages and disadvantages of these five methods 
are discussed. 

Apart from one case in which the left auricle was 
opened (in this case fibrillation occurred after releasing 
the clamps) only right heart cavities were operated on, 
Opening the right auricle or pulmonary artery did not 
usually provoke fibrillation, but indirect exploration of 
the ventricle did. In 2 cases ventriculotomy was per- 
formed after the injection of neostigmine; in neither did 
fibrillation occur. 

In most cases' the temperature was not reduced below 
27° to 25°C. (80°6° to 77° F.) before operating, the 
author having found that with lower temperatures fibril- 
lation was more liable to occur. Defibrillation was 
much easier if neostigmine was given first. Out of 23 
dogs (among which the right auricle was opened in 11, 
the left auricle in one, and the pulmonary artery in 4), 
10 survived total arrest of the circulation for 20 minutes. 
Pulmonary hyperventilation with oxygen reduced myo- 
cardial anoxia, as confirmed by the electrocardiogram; 
the peripheral blood level of potassium was normal or 
low, but circulatory arrest produced a considerable 
degree of hyperkalaemia. Ganglioplegic drugs, such as 
chlorpromazine or hexamethonium, were of little use, 
and peripheral vasoconstrictor drugs had more dis 
advantages than advantages; calcium chloride was found 
to be the most efficient cardiac stimulator. The injection 
of neostigmine (0-1 to 0-3 mg.) into the coronary arteries 
20 to 30 seconds after clamping the veins considerably 
lowered the heart rate (from 80 to 30 beats a minute), 
the oxygen requirement of the myocardium being re 
duced and defibrillation more easily effected. Defibril- 
lation was easily brought about in all of 3 dogs after 
30, minutes’ circulatory arrest. Of 4 dogs given intra- 
carotid perfusions of blood during circulatory arrest, all 
died. This is attributed to the fact that in the dog part 
of the cerebral blood supply is by way of the vertebral 
arteries; also, erythrocytes injected under pressure were 
probably damaged, and excessive concentration of sodium 
citrate and a high potassium level in stored blood gave 
rise to cell damage. D. D. C. Howat 
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270. Postoperative Vomiting: Incidence, Analysis, and 
Therapeutic Measures in 3,000 Patients 

S. J. Dent, V. RAMACHANDRA, and C. R. STEPHEN. 
Anesthesiology [Anesthesiology] 16, 564-572, July, 1955. 
11 refs. 


271. A Long-term Follow-up of 10,098 Spinal Anes- 
thetics. II. Incidence and Analysis of Minor Sensory 
Neurological Defects 

L. D. VANDAM and R. D. Dripps. Surgery [Surgery] 
38, 463-469, Sept., 1955. 8 refs. 
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RADIODIAGNOSIS 


272. The Radiological Criteria and Familial Occurrence 
of Primary Basilar Impression 

J. W. D. Butt, W. L. B. Nixon, and R. T. C. Pratt. 

Brain [Brain] 78, 229-247, June, 1955. 6 figs., 11 refs, 


A new radiological measurement, the angle between 
the plane of the hard palate and the plane of the atlas 
vertebra, is proposed as a diagnostic criterion for pri- 
mary basilar impression, and its validity relative to 
certain criteria previously proposed, namely, those of 
Chamberlain and McGregor, has been examined. On 
the basis of a provisional criterion of abnormality derived 
from the observed distributions of the three measure- 
ments for 120 normal subjects, the radiographs of 20 
patients were judged to indicate the presence of primary 
basilar impression. The radiographs of 39 available 
relatives of these 20 patients were obtained and examined; 
these relatives were found to fall into two distinct groups, 
of 28 normal and 11 abnormal persons respectively, 
when judged by values of the angle alone. Discrimina- 
tion was not nearly so-clear when the other two measures 
were used. It is concluded that primary basilar impres- 
sion is a genetically determined skeletal abnormality 
which is best discriminated by means of the angle 


between the plane of the hard palate and the plane of © 


the atlas vertebra.—[Authors’ summary.] 


273. Clinical Aspects of Cerebral Angiography in 
Children 

C. M. Poser and J. M. TAvERAS. Pediatrics [Pediatrics] 
16, 73-80, July, 1955. 11 refs. 


The results and complications of cerebral angiography 
carried out on 90 children under. the age of 12 at the 


Neurological Institute, New York, are reported. A total - 


of 131 angiograms were taken, percutaneous injection 
being the method used for 117. In all but 2 cases the 
procedure was performed under general anaesthesia. 
The contrast material was 35% diodone in 84 cases and 
thorotrast "in the remainder. Usually 8 ml. was 
injected at one time, but in almost all cases at least two 
injections were necessary, the interval between injections 
being 10 minutes. 

There were no deaths in the series, but complica- 
tions occurred in 28 cases, in 18 of which they were 
presumed to be due to the injection. The most frequent 
complications were haematoma in the neck and respira- 
tory difficulties, but convulsions, pupillary inequality, 
and petechial haemorrhages were also observed. Com- 
parison of the results with those obtained with encephalo- 
graphy showed that the incidence of complications with 
the latter procedure was higher than with angiography. 
In 37 of the cases in the present series the angiogram 
revealed evidence of a pathological process ‘which ex- 
plained the clinical findings. D. E. Fletcher 
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‘2033, June 10, 1955. 


274. Deceptive Radiological Appearances in Mega- 
oesophagus. (Les aspects radiologiques trompeurs du 
mégaoesophage) 

M. Bariéty, C. Coury, J. Acar, and —. RAMPON. 
Semaine des hépitaux de Paris [Sem. Hép. Paris] 31, 2023- 
15 figs., 37 refs. 


The authors first point out the variability of the 
symptoms in mega-oesophagus. In the typical case 
there is dysphagia, which is paradoxical in that it may 
allow some solids to pass freely but prevent the passage 
of fluids, and which can often be relieved by hyper- 
extension of the thorax and head or even merely by deep 
inspiration; it may be initiated by emotional factors, 
and in such cases may disappear suddenly. In the decep- 


_ tive cases the dysphagia may be misconstrued, since it 


may be very slight, and often the enlargement of the 
oesophagus is discovered only accidentally. In some 
cases the patient complains of a feeling of retrosternal 
fullness or of pain resembling angina; in others the 
dysphagia may be masked by respiratory symptoms. 

The radiographic appearances on a plain film may 
also be misleading. These may variously show an 
opacity (1) extending the whole length of the medi- 
astinum; (2) globular in shape and extending to the 
left and right of the mediastinum; (3) projecting only to 
the right of the mediastinum; in this case the shadow 
may or may not be homogeneous, its outer border may 
be straight or slightly convex, or it may have an indenta- 
tion giving it a bilocular appearance. (4) In some cases 
the opacity is localized to one part of the mediastinum, 
and may be either linear and situated to the right of the 
superior mediastinum,.or rounded and simulating a 
tumour. (5) In some rare cases there is a translucent 
zone which may simulate a tuberculous cavity. (6) 
Lastly, a fluid level may be observed, having an opaque 
area below and a translucent zone above; in these cases 
the height. of the fluid level is variable and it may not 
be visible except in a lateral film or in tomograms. 
The authors conclude by emphasizing that it is of the 
greatest importance that all abnormal mediastinal 
shadows should be examined on the screen with a barium 
swallow. John H. L. Conway-Highes 


275. The Myelogram in Avulsion of the Brachial Plexus 
A. A. RAyYLg, B. B. Gay, and J. L. Meapors. Radiology 
[Radiology] 65, 65-72, July, 1955. 8 figs., 18 refs. 


Injury of the brachial plexus with avulsion, or separa- 
tion of nerve roots or rootlets from the spinal cord 
itself, is rather rare, avulsion being proved to have 
occurred. in only 4 of 710 cases of brachial-plexus injury 
reviewed by Stevens in 1934. In the 9 cases here pre- 
sented by the authors the myelographic findings were 
considered pathognomonic of avulsion or high rupture 
of cervical nerve roots, the principal feature being an 
extravasation of the contrast medium into a diverticulum- 
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like pool beyond the limit of the root-pouch, this being 
the result of rupture of the arachnoidal and dural linings 
of the nerve roots. Surgical repair in. such cases is 
impossible and it is doubtful if intact nerve filaments will 
ever be found at these levels. However, since such 


myelographic appearances are not always present in cases _ 


of avulsion, intradural exploration of the brachial plexus 
may be necessary at times for a final evaluation of the 
extent of the damage. A. Orley 


276. Coronal Cleft Vertebra 


K. A. Row.ey. Journal of the Faculty of Radiologists 


[J. Fac. Radiol. (Lond.)| 6, 267-274, April, 1955. 5 figs., 
10 refs. 


Ossification of the vertebral bodies usually occurs 
from a single primary centre, appearing about the 10th 
week of intra-uterine life. There may be an accessory 
posterior primary centre, which usually fuses with the 
main centre at 16 weeks. If the two do not fuse, the 
vertebral body persists as two separate bony foci sepa- 
rated by a narrow cleft, to which condition the author 
gives the name “ coronal cleft vertebra ”’. 

Working at St. Mary’s Hospitals, Manchester, he 
has observed 28 examples of this condition. The 
anomaly was diagnosed before birth in 16 of the cases, 
representing an incidence of 1% of all patients examined 
antenatally after 24 weeks’ maturity during a period of 
2 years. The other examples were discovered on routine 
radiography of stillborn infants or infants dying in the 
neonatal period. The incidence of the anomaly was 
markedly higher in males (25 cases) than in females 
(3 cases). The lumbar spine was nearly always the 
region affected, but in some cases the anomaly occurred 
in the dorsal spine. In 11 cases the process of ossifica- 
tion was followed up for varying periods after birth, and 
bony union was seen to occur in most of these. In one 
case the condition was associated with osteochondro- 
dystrophy, but this was probably coincidental. 

: D. E. Fletcher 


277. Lipoid Pneumonia 

A. O. Hampton, C. E. BicKHAM, and T. WINSHIP. 
American Journal of Roentgenology, Radium Therapy and 
Nuclear Medicine {Amer. J. Roentgenol.] 73, 938-949, 
June, 1955. 13 figs:, 11 refs. 


The radiological and clinical features in 35 cases of 
lipoid pneumonia seen at the Garfield Memorial Hos- 
pital, Washington, D.C., are reviewed and the patho- 
logical findings in the lungs in 19 of thes¢ are discussed. 
Radiological examination revealed either diffuse, linear 
infiltration, described as “ spun-glass densities’’, or 
nodular opacities varying greatly in size. In some cases 
a decrease in the size of the lesion as a result of fibrotic 
shrinkage was observed. In 5 cases there was occlusion 
of the major bronchus to a lobe, the middle lobe being 
completely collapsed in 4. The disease was unilateral 
in 14 cases, the right side being involved in 12. Nodular 
areas were usually single, the lower lobe or the axillary 
part of the upper lobe being most frequently affected. 
It is pointed out that the lesions may readily be mistaken 
for bronchial carcinoma or for a variety of inflammatory 


lesions, pulmonary oedema, or lymphangitis carcino. 
matosa. In 11 cases the disease was silent clinically: 
in the remainder cough, dyspnoea, and chest pain were 
common features. Recurrent haemoptysis was noted 
in one case and repeated attacks of pneumonia occurred 
in another, while low-grade fever was present in several 
cases. 

Lipoid pneumonia was caused by ingestion of mineral 
oil in 22 cases, by nasal drops in 8, by milk and cod- 
liver oil in 2, and by petroleum jelly in one. No history of 
oil ingestion was obtained in the remaining 2 cases, 
It is suggested that sputum examination may be helpful 
in demonstrating the presence of intracellular oil. 

Kenneth A. Rowley 


278. Physiological Bronchography 

C. A. PrRiviTeRi. American Journal of Roentgenology, 
Radium Therapy and Nuclear Medicine [Amer. J. Roent- 
genol.| 73, 958-965, June, 1955. 5 figs., 21 refs. 


A new technique for bronchography in which certain 
physiological principles are utilized for distribution of 
the opaque medium is described in this paper from 
St. Mary’s Hospital, Passaic, New Jersey. The medium 
is introduced through a catheter placed in the trachea. 
The patient lies supine, and after the position of the 
catheter has been checked radiologically the patient is 
rotated 45 degrees towards the side to be filled and 
15 ml. of iodized oil is injected under screen control 
into the main bronchus. The patient then takes a single 
deep breath, which is repeated after he has been turned 
into the prone position. The degree of bronchial filling 
is checked by screening before the bronchograms are 
taken. 

The technique is rapid and causes the patient little 
discomfort; moreover, it is less exhausting for both 
patient and radiologist than the usual method in which 
multiple positioning is used. After some initial diffi- 
culties this technique was employed in 125 cases with 
consistently satisfactory results. Non-filling of bron- 
chial segments was noted only when the bronchi were 
abnormal, and interpretation of the bronchograms, 
except in cases of bronchogenic carcinoma, was reliable. 

Kenneth A. Rowley 


279. Endocardial Fibroelastosis: Roentgen Appearance 
W. R. Eyer, R. F. ZieGwer, J. J. SHEA, and G. W. KNABE. 
Radiology | Radiology] 64, 797-809, June, 1955. 
36 refs. 


In this paper from the Henry Ford Hospital, Detroit, 
the authors discuss endocardial fibroelastosis and de- 
scribe the radiological appearances as seen in 9 cases. 

Fibroelastic changes in the endocardium will usually 
be recognized on gross inspection of the endocardial 
surfaces, which show shiny, grey-white thickening that 


‘may extend to and involve the valves. The left side 


of the heart is most frequently affected, chiefly the 
ventricle, where the thickening is greatest over the septal 
surface. Cardiac hypertrophy and dilatation are usually 
marked. The endocardial thickening is due to a heavy 
layer of elastic and collagen fibres which may extend into 
the myocardium for a short distance about small blood 


13 figs., 
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yessels. No specific myocardial lesions are found, and 
in most cases the pericardium is normal. 

The aetiology of the condition is obscure, but poor 
nourishment of the endocardium as a result of anomalies 
of the coronary circulation may play a part. ‘ From the 
literature it would appear that in the view of most workers 
the disease is developmental in origin, at least in infants 
and children. When the patients are first seen there are 
respiratory difficulties or there is evidence of cardiac 
failure or of an enlarged heart. Cyanosis is present only 
during cardiac failure. X-ray examination reveals a 
normal pulmonary ‘circulation when compensation is 
adequate. The heart often appears globular in shape, 
particularly in infants; specific chamber enlargements 
are seen in older patients. In all cases in which intra- 
ventricular conduction is normal the electrocardiogram 
shows evidence of left ventricular hypertrophy. Cardiac 
catheterization may be useful in excluding operable 
cardiac defects. The differential diagnosis is from other 
“primary myocardial diseases’"—namely, anomalous 
origin of the left coronary artery from the pulmonary 
artery, glycogen storage disease of the heart, tumours, 


medial necrosis of the coronary arteries, and idiopathic ~ 


myocarditis. The authors do not consider that these 

conditions can be differentiated on clinical grounds or 

by any radiological or electrocardiographic procedures. 
John H. L. Conway-Hughes 


280. Differentiation of Renal Cysts from Neoplasms 
by Abdominal Aortography: Pitfalls 

C.D. CreEeEvy and W. E. Price. Radiology [Radiology] 
64, 831-839, June, 1955. 13 figs., 13 refs. 


Recent experience in the differentiation of renal cysts 
from neoplasms by means’ of abdominal aortography is 
reported in this paper from the University of Minnesota, 
Minneapolis. 

Most solitary cysts can be differentiated from a paren- 
chymal neoplasm on the clinical findings, including the 
erythrocyte sedimentation rate, and the radiological 
appearances. In a few cases, however, especially if the 
tumour is encapsulated, aortography may be of value, 
depending upon delineation of the nature and extent of 
the blood supply of the kidney and of a suspected mass. 
It may help in determining whether a kidney damaged 
by disease is worth saving; it may also give information 
concerning congenital anomalies, such as accessory renal 
vessels, polycystic disease, and foetal-type lobulation. 

A solid neoplasm of the renal parenchyma is charac- 
terized by irregularly arranged collections of vascular 
sinuses of varying calibre, usually described as “‘ pud- 
dling or “‘ tumour staining’. Unfortunately epithelio- 
mata of the renal pelvis and the rare intracystic cystadeno- 
carcinomata are not sufficiently vascular to show on 
angiograms. Solitary cysts appear as circular or oval 
defects in the renal circulation. There may be a thin 
tim of vessels at the periphery of the cyst. The authors 
do not consider, however, that the angiogram is any 
More reliable than the pyelogram in differentiating these 
condittons. Not all renal masses show typical vascular 
abnormalities. Moreover, the mass may so compress 
the renal artery that the opaque medium will by-pass 


the affected area, in which case there will be no visualiza- 
tion of the kidney or the tumour; this can occur with 
both parenchymal and pelvic neoplasms. The same 
thing may happen to the arteries of the tumour itself, 
so that though the kidney is delineated the neoplasm is 
not, and the appearance will be that of a solitary cyst. 
Two cases are mentioned of transitory paraplegia, appa- 
rently due to the rapid entrance of opaque medium into 
the vessels of the spinal cord following its extravasation 
from the aorta. 

In conclusion the authors state that there is the 
occasional case in which the kidney must be explored 
to avoid overlooking a neoplasm. The only non- 
surgical method which permits recognition of an intra- 
cystic neoplasm consists in aspiration of the fluid and 
its replacement with opaque medium, a procedure of 
limited applicability. John H. L. Conway-Hughes 


281. Intravenous Cholangiography and the Functional 
Study of the Normal Biliary Tract after a Fat Meal. 
(Angiocholégraphie intraveineuse et étude fonctionnelle 
des voies biliaires normales aprés repas gras) 

L. SaRAcca. Archives des maladies de l'appareil digestif 
et des maladies de la nutrition [Arch. Mal. Appar. dig.| 
44, 435-452, April, 1955. 4 figs., 8 refs. 


The effect of a fatty meal on the function of the normal 
gall-bladder and biliary tract has been studied by the 
author at the Hdépital Saint-Antoine, Paris, by means 
of intravenous cholangiography. After an overnight 
fast, 8 normal subjects received an intravenous injection . © 
of 30 ml. of ** radioselectan ”’ (“‘ biligrafin ’’) and radio- 
graphs of the gall-bladder area were taken at 15- to 
20-minute intervals thereafter for 2 hours. A fatty meal 
was then given and further radiographs taken after 30 
minutes and one hour. Some time later the procedure 
was repeated with the difference that the fatty meal was 
given before the contrast medium. It is recommended 
that the fatty meal should be iced so as to stimulate gall- 
bladder tone and emptying. As a further precaution, 
some barium was added to the meal so that gastric 
emptying could be checked. 

The results of each of the 16 examinations are set out 
in tables showing the degree of opacification of different 
parts of the biliary tract at different intervals after the 
injection of the medium. The findings agree with those 
obtained by manometric methods. Soon after the in- 
gestion of the fatty meal progressive contraction empties 
the gall-bladder, which is then functionally excluded by 
a persistent contraction of the neck so that further bile 
passes straight down the ducts into the duodenum. In 
2 of the 8 subjects in this series the gall-bladder was 
apparently atonic, failing to contract and empty after 
the fatty meal even though opaque bile from the liver 
flowed freely into the duodenum; but when the fatty 
meal was given before the contrast medium opaque bile 
flowed into the gall-bladder and duodenum simul- 
taneously. Relaxation of the ampulla of Vater was 
associated with relaxation of the duodenal loop. It is 
thus theoretically possible or probable that atony of the 
duodenal loop occasionally leads to poor filling of the 
gall-bladder. 
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[X-ray examinations and intravenous injections may be 
uncomfortable or nauseating and may produce functional 
disturbances. There is as yet no evidence that the radio- 
graphic demonstration of biliary atony is significant.] 

Denys Jennings 


282. Rapid Examination of the Biliary Tract. A New 
Technique with Biligrafin 

N. H. Atpripce. Journal of the Faculty of Radiologists 
[J. Fac. Radiol. (Lond.)] 6, 243-253, April, 1955. 8 figs. 


The author has carried out cholecystography with 
“ biligrafin”’ given intravenously in 115 cases at the 
General Infirmary at Leeds, and has evolved a technique 
which enables the entire procedure to be completed 
within 14 hour. The patient undergoes no special 
preparation, but on the morning of the examination takes 
half a “* felevac”” fatty meal instead of breakfast. Plain 
films are taken, then 25 to 50 mg. of pethidine hydro- 
chloride is given intravenously, followed by 40 ml. of 
biligrafin. (It should be noted.that these two substances 
cannot be mixed in the same syringe, and if the same 
needle is used it should be flushed with blood or saline 
after the pethidine has been injected.) Exposures are 
made after 20 and 45 minutes, after which the second 
half of the fatty meal is given and a final exposure made 
20 minutes later. 

The effect of the preliminary fatty meal [which is 
well known to radiologists, if not to the manufacturers 
of contrast media] is to empty the gall-bladder of con- 
centrated bile and reduce the intracystic pressure, thus 
‘permitting early filling of the gall-bladder with the 
contrast medium. Pethidine [which many have pre- 
viously regarded as a drug which relaxes the sphincter 
of Oddi] was found by the author to contract the sphinc- 
ter in much the same way as morphine, though the effect 
did not last more than 45 minutes. The radiographic 
effect is to prevent escape of the medium into the duo- 
denum and thus to produce a dense shadow more rapidly. 

The author obtained visualization of the gall-bladder 
with biligrafin in 97 patients of 100 without jaundice, 
but otherwise unselected, and visualization of the bile 
ducts in all. Of a series of 15 jaundiced patients, the 
ducts were visible in 6, and in 5 of these cases calculi 
were seen in the common bile duct. . 


D. E. Fletcher 
RADIOTHERAPY 
283. Plastic Surgery for Radionecrosis. (Cirugia plastica 
de las radionecrosis) 


E. F. Masec and J. V. Quatre. Revista argentina de 
dermatosifilologia |Rev. argent. Dermatosif.] 39, 70-73, 
Jan.—March, 1955 [received August, 1955]. 


At the Ramos Mejia Polyclinic, Buenos Aires, the 
authors have seen over 200 cases of radiation burns 
since 1938, and they here give details of 41 of these 
cases that have been treated by plastic surgery. They 
consider that all cases of chronic radiodermatitis, as 
well as simple pr complicated ulceration due to radiation, 
require plastic surgery without delay. Resection should 
be generous and extend to sound tissue in depth and on 
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the surface, and grafts should be applied immediately, 
The authors have seen grave results arising from the 
radiotherapy of benign lesions which are amenable to 
simpler and less dangerous methods of treatment. 

therefore urge that the indications for radiotherapy 
should be precise, that such conditions as chilblains, 
plantar hyperkeratosis, and callosities should never be 


treated with x rays, and that radiotherapy should be Vou 
administered only by experts practising exclusively in = 
that field. Eric Dunlop 

284. Time-—Dose Relationship in Irradiation of Recur- 

rent Cancer of the Breast. Iso-effect Curve and Tumor 286 
M. FRIEDMAN and A. W. PEARLMAN. American Journal ED 
of Roentgenology, Radium Therapy and Nuclear Medicine 5 fig 


[Amer. J. Roentgenol.| 73, 986-998, June, 1955. 11 figs. 


In order to investigate the optimum tumor-lethal dose 
for recurrent cancer of the breast, and to express this 
dose in the form of an iso-effect curve or recovery curve, 
an experiment was designed. Patients with multiple 
recurrent chest wall nodules were irradiated with dif- 
ferent doses delivered in different over-all times. The 
multiplicity of lesions reduced the errors occurring when 
a single lesion in one patient was irradiated. Multiple 
lesions permitted corroboration of the optimum dose for 
each over-all time period by means of “ corroborated 
dose technique ’’ and shrinkage curve analysis 

Although an iso-effect curve for recurrent breast 
cancer was obtained by more reliable methods than 
hitherto described, the standard error of the data was 
too large to permit the derivation of a mathematical 
formula for the slope of the curve. The curve was 
drawn by freehand and consequently the dosage repre- 
sented by it was approximate. The individual iso- 
effect curve derived from multiple lesions in a single 
patient results in a useful iso-effect curve for that patient. 
However, among. different patients there is not only 
considerable variation in tumor lethal dosage, but also 
variation in the slope of each iso-effect curve. (The 
slope of the curve represents the quantitative recovery 
factor or fractionation factor.) Because of the broad 
range of tumor lethal dose for breast cancer, it would be 
difficult to arrive at an average iso-effect curve suitable 
for all cases. 

In the practical clinical treatment of patients with 
multiple recurrent chest wall nodules, a suitable irradia- 
tion technique is described, based on a single tumor 
lethal dose of 2,200 r. The McWhirter technique was 
reviewed in the light of tumor lethal dosage data derived 


from this study. His dose of 3,750 r in 21 days is pro- Se 
bably inadequate for a significant percentage of breast mye 
cancers which are radioresistant. Since McWhirter’s 
irradiation technique achieves survival rates comparable § 3 ¢, 
with surgical results it is probable that surgery may have § an4q 
certain inefficiencies of its own.—[Authors’ summary.] inoc 
to 6 
285. Effects of Million Volt Irradiation on the Gastro M 
intestinal Tract : (at 
I. B. Brick. Archives of Internal Medicine [Arch. intern. § usu: 
a 


Med.] 96, 26-31, July, 1955. 7 refs. 
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